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(57) Abstract 

A compound of formula (I) wherein m, n, o, p, q, r, A, B, D, E, R ! , R 2 ,R 3 , R 4 , R 5 , R 6 . R 7 and R 8 are as defined in the description, 
useful in the treatment of respiratory, allergic, rheumatoid, body weight regulation, inflammatory and central nervous system disorders such 
as asthma, chronic obstructive pulmonary disease, adult respiratory diseases syndrome, shock, fibrosis, pulmonary hypersensitivity, allergic 
rhinitis, atopic dermatitis, psoriasis, weight control, rheumatoid arthritis, cachexia, Crohn's disease, ulcerative colitis, arthritic conditions 
and other inflammatory diseases, depression, multi-infarct dementia and AIDS. 
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5 NICOTINAMIDE DERIVATIVES 

Background of the Invention 
This invention relates to nicotinamide derivatives that are selective inhibitors of 
phosphodiesterase type 4 (PDE4) and the production of tumor necrosins factor (TNF), and as 
such are useful in the treatment of respiratory, allergic, rheumatoid, body weight regulation, 

10 inflammatory and central nervous system disorders such as asthma, chronic obstructive 
pulmonary disease, adult respiratory diseases syndrome, shock, fibrosis, pulmonary 
hypersensitivity, allergic rhinitis, atopic dermatitis, psoriasis, weight control, rheumatoid arthritis, 
cachexia, Crohn's disease, ulcerative colitis, arthritic conditions and other inflammatory diseases, 
depression, multWnfarct dementia, and AIDS. 

1 s This invention also relates to a method of using such compounds in the treatment of the 

foregoing diseases in mammals, especially humans, and to pharmaceutical compositions 
containing such compounds. 

Since the recognition that cyclic adenosine tri-phosphate (cAMP) is an intracellular 
second messenger, inhibition of the phosphodiesterases has been a target for modulation and, 

20 accordingly, therapeutic intervention in a range of disease processes. More recently, distinct 
classes of PDE have been recognized and their selective inhibition has led to improved drug 
therapy. More particularly, it has been recognized that inhibition of PDE4 can lead to inhibition of 
inflammatory mediator release and airway smooth muscle relaxation. Thus, compounds that 
inhibit PDE4, but which have poor activity against other PDE types, would inhibit the release of 

25 inflammatory mediators and relax airway smooth muscle without causing cardiovascular effects 
or antiplatelet effects. 

Recent molecular cloning has revealed a complexity and diversity of PDE4 enzymes. 
It is now known that there are four distinct PDE4 isozymes (A, B, C and D), each encoded for 
by a separate gene. Kinetic studies of human recombinant materials suggest that these four 

30 isozymes may differ in their Km's and Vmax's for hydrolysis of cAMP. Analysis of tissue 
distribution of PDE4 mRNAs suggests that each isozyme may be localized in a cell-specific 
pattern. For example, unlike human skeletal muscle human peripheral blood leukocytes do not 
express PDE4C message, and guinea pig eosinophils express predominantly PDE4D 
message. The structural and distribution diversity of PDE4 isozymes offers an opportunity to 

35 discover an isozyme selective inhibitor that blocks the function of inflammatory cells only. 
Using PDE4D isozyme selective inhibitors, we have demonstrated that the PDE4D isozyme 
plays a key role in regulating the activation and degranulation of human eosinophils. In a 
primate model of asthma, PDE4D isozyme selective compounds inhibit antigen-induced 
pulmonary eosinophilia. Therefore, by selectively blocking the D isozyme, PDE4D inhibitors 

40 exhibit reduced side effects and retain anti-asthmatic (anti-inflammatory) efficacy. 
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SummattJtObS Invention 
The present invention relates to a compound of the formula 
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(0) t 

or the pharmaceutically acceptable salt thereof, wherein the broken line represents an optional 
double bond; 
10 misOorl; 

nisOorl; 
oisO, 1,2, 3 or 4; 
pisOorl; 
qisO, 1,2or3; 
15 r is 0. 1,2, 3, or 4; 

tisOorl; 

A is oxygen, >NH or sulfur 
B is oxygen or NH; 

D is oxygen or NR 9 , wherein R 9 is hydrogen or (C,-C 6 )alkyl; 
20 E is CH 2 , 0, NH or S(O), wherein a is 0, 1 or 2; 

R 1 is hydrogen, (C r C 6 )alkyl, (Ca-C^cycloalkyl. (C 3 -C 7 )cycloalkenyl, (C 6 -C 10 )aryl. 
bridged(CrC 9 )bicycloalkyl or a saturated or unsaturated cyclic or bicyclic (Ca-C^heterocyclic 
group; 

wherein said saturated or unsaturated cyclic or bicyclic (C^heterocyclic 
25 group contains from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is as defined above; 

wherein said R 1 cycloalkyl, cycloalkenyl, cycloalkanone, aryl, bicycloalkyl and 
heterocyclic groups are optionally substituted by one to three substituents independently 
selected from the substituents consisting of halo, cyano, carboxy, amino, nitro, hydroxy, (C,- 
30 C 6 )alkyl, (C^Bjalkoxy, (C3-C 7 )cycloalkyl, hydroxytC-C^alkyl, hydroxyfC^alkylamino, (C r 
C 6 )alkoxy. difluoromethyl, trifluoromethyl, difluoromethoxy, trifluoromethoxy, (C^-CeJacyl. (C,- 
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5 C 6 )acylamino, (Ct-CeJacyloxy, (C r C 6 )alkylamino, ((C^alkyl^mino, (C r C 6 )alkyl-NH-(C=Oh 
((C 1 -C 8 )alkyl) 2 -N-(C=0)- 1 aminosulfonyl, (C^alkylaminosulfonyl, or a saturated or unsaturated 
cyclic or bicyclic (C 3 -C 7 ) heterocycle; 

wherein said saturated or unsaturated cyclic or bicyclic (C 3 - 
C 7 )heterocycle substituents on said R 1 cycloalkyl, cycloalkenyl, aryl, bicycloalkyl and heterocyclic 

10 groups contain from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is as defined above, and wherein the heterocycles 
are optionally substituted by one to three substituents independently selected from halo, cyano, 
carboxy, amino, nitro, hydroxy, (d-CeJalkyl, hydroxyJC^eJalkyl, (d-CeJalkoxy, (d-CeJalkylthio, 
difluoromethyl, trifluoromethyl, difluoromethoxy, trifluoromethoxy, (C r C 6 )acyl, (C 6 -C 10 )aryl, (C r 

15 C 6 )acylamino, (C r C 6 )acyloxy, (C r C 6 )alkylamino, ((C r C 6 )alkyl)2amino, (C r C 6 )alkylsulfonyl, 
aminosulfonyl, (C r C 6 )alkylaminosulfonyl, ((C 1 -C 6 )alkyl)2aminosulfonyl or ^-C^heteroaryl; 

wherein said alkyl, alkoxy or cycloalkyl substituents on said R 1 
cycloalkyl, cycloalkenyl, aryl, bicycloalkyl and heterocyclic groups are optionally further 
independently substituted by one to three sub-substituents independently selected from halo, 

20 cyano, carboxy, amino, nitro, hydroxy, (C r C 6 )alkyl, hydroxy(C r C 6 )alkyi, (d-CgJalkoxy, (C r 
C 6 )alkytthio, difluoromethyl, trifluoromethyl, difluoromethoxy, trifluoromethoxy, (C r C 6 )acyl, (C 6 - 
C 10 )aryl, (C r C 6 )acylamino, (C r C 6 )acyloxy, (C r C 6 )alkylamino, ((C^alkyl^mino, (C r 
C 6 )a!kylsulfbnyl t aminosulfonyl, (C r C 6 )alkyiaminosulfonyl f ((C r C 6 )alkyl) 2 aminosulfonyl or (C 2 - 
C 9 )heteroaryl; 

25 or said R 1 cycloalkyl, cycloalkenyl, aryl, bicycloalkyl and heterocyclic groups are 

additionally optionally independently substituted with from one to three substituents of the 
formula 



O 




wherein R 10 is hydrogen, (C r C 6 )alkyl, (C r C 6 )alkoxy, (CVC^cycloalkyl, (Cr 
30 C 7 )cycloalkenyl, (C r C 10 )arylamino, (C 6 -C 10 )aryl, bridged(C r C 9 )bicycloalkyl or a saturated or 
unsaturated cyclic or bicyclic (C 3 -C 7 )heterocycle; 

wherein said R 10 saturated or unsaturated cyclic or bicyclic (C 3 - 
C 7 )heterocycle contains from one to four heteroatoms independently selected from the group 
consisting of oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is as defined above; 
35 wherein said R 10 alkyl, alkoxy, cycloalkyl, cycloalkenyl, aryl, 

bicycloalkyl and heterocycle groups are optionally substituted by one to three substituents 
independently selected from halo, cyano, carboxy, amino, nitro, hydroxy, (C^eJalkyl (C r 
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5 C„)alkoxy, (C3-C 7 )cycloalkyl. hydroxyfA-CeJalkyl, hydroxy^-CJalkylamino, (Ct-CeJalkoxy, 
difluoromethyl, trifluoromethyl, difluoromethoxy, trifluoromethoxy, (C,-Ce)acyl, (C,-C 6 )acylamino, 
(C-CsJacy'oxy, (C^^alkylamino, (((VCeJalkylJzamino, aminosulfonyl, (C r 
C 6 )alkylaminosulfonyl, or a saturated or unsaturated cyclic or tricyclic (C^-C 7 )heterocycle; 

wherein said saturated or unsaturated cyclic or tricyclic (CyCj) 

10 heterocycle contains from one to four heteroatoms independently selected from oxygen, sulfur, 
nitrogen and NR 9 , wherein R e is as defined above; wherein the heterocycle is optionally 
substituted by from one to three substituents independently selected from halo, cyano, carboxy, 
amino, nitro, hydroxy, (C,-Ce)alkyl ( hydroxy^-CeJalkyl, (C^eJalkoxy, (C^-QOalkylthio, 
difluoromethyl, trifluoromethyl, difluoromethoxy, trifluoromethoxy, (C r C 6 )acyl, (CerC 10 )aryl, (C r 

15 C 6 )acylamino, (C-C^acyloxy, (C-CeJalkylamino, ((CrCeJalkyOzamino. (C^^alkylsulfonyl, 
aminosulfonyl. (C-C^alkylaminosulfonyl. ((d-C^alkyl^aminosulfonyl or (CrC^heteroaryl; 

wherein the alkyl. alkoxy or cycloalkyl substituents on said R 10 
alkyl, alkoxy, cycloalkyl, cycloalkenyl, aryl. bicycloalkyl and heterocyclic groups are optionally 
substituted by one to three substituents independently selected from halo, cyano, carboxy, 

20 amino, nitro, hydroxy. (C,-C 6 )alkyl. hydroxy(C,-C e )alkyl, (C,-C 6 )alkoxy, (C^alkylthio. 
difluoromethyl. trifluoromethyl, difluoromethoxy, trifluoromethoxy, (C,-C 6 )acyl. (CVCtoJaryl, (C r 
C 6 )acylamino. (C-CeJacyloxy, (C r C 6 )alkylamino, ((C^alkylkamino, (C^alkylsulfonyl, 
aminosulfonyl, (C r cyalkylaminosulfonyl, ((C^alkyOjaminosulfonyl or (C 2 -C 9 )heteroaryl; 
or R 1 is a group of the formula 

25 




wherein u is 0 or 1; and 

G. J, K and L are each independently oxygen, sulfur, nitrogen, NR 9 , wherein R 9 is as 
defined above, carbonyl or CHR 18 ; wherein the dashed lines represent optional double bonds 

30 and where it is understood that when a double bond exists between G and J, J and K or K and L 
that R 9 is absent, >CHR 18 is >CR 16 and G, J, K or L cannot be cartranyl; wherein R 16 is hydrogen, 
halo, cyano, carboxy, amino, nitro, hydroxy, (C-CeJalkyl (C-CeJalkoxy, (CrC^cycloalkyl, 
hydroxy(C r C e )alkyl, hydroxy(C r C 6 )alkylamino, (d-C^alkoxy, difluoromethyl, trifluoromethyl, 
difluoromethoxy, trifluoromethoxy, (C,-Ce)acyl, (C^acylamino, (C^acyloxy, (C r 

35 C 6 )alkylamino, ((C-CeJalkylJjamino, aminosulfonyl, (C 1 -C 6 )alkylaminosulfonyl. or a saturated or 
unsaturated cyclic or bicyclic (Ca-C 7 ) heterocycle containing one to four heteroatoms 
independently selected from the group consisting of oxygen, sulfur, nitrogen and NR 9 , wherein 
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5 R 9 is as defined above, wherein said heterocycle is optionally substituted by one to three 
substituents independently selected from halo, cyano, carboxy, amino, nitro, hydroxy, (C r 
C 6 )alkyl, hydroxy(C 1 -C 6 )aikyl t (C^CeJalkoxy, (Ct-CeJalkylthio, difluoromethyl, trifluoromethyl, 
difluoromethoxy, trifluoromethoxy, (Ct-C 6 )acyl, (C 6 -C 10 )aryl, ((^-Cgjacylamino, (C r C 6 )acyloxy, 
(Cf-CelaikylamliK), ((C r C 6 )alkyl) 2 amino, (C 1 -C 6 )alkylsu(fonyl f aminosulfonyl, (C r 

1 0 C 6 )alkylaminosulfbnyl. ((C 1 -C 6 )alkyl) 2 aminosulfbnyl or ^-C^heteroaryl; 

wherein said R 16 alkyl, alkoxy or cycloalkyl substituents are optionally 
substituted by one to three substituents independently selected from halo, cyano, carboxy, 
amino, nitro, hydroxy, (C r C 6 )alkyl, hydroxy(C r C 6 )alkyl, (C r C 6 )alkoxy, (C^-CeJalkylthio, 
difluoromethyl, trifluoromethyl, difluoromethoxy, trifluoromethoxy, (C 1 -C 6 )acyl J (C r C 10 )aryl, (C r 

15 C 6 )acylamino, (Ci-C 6 )acyloxy, (Ct-C 6 )alkylamino, ((C r C 6 )alkyl) 2 amino, (C r C 5 )alkylsulfonyl, 
aminosulfonyl, (C^eJalkylaminosulfonyl, ((CrCeJalkyOzaminosuIfonyl or (C^-Cgjheteroaryl; 

wherein each R 2 , R 3 and R 4 is independently hydrogen, hydroxy, halo, cyano, carboxy, 
nitro, amino, (CrC^alkylamino, ((C r C 6 )alkyl)2amino, hydroxyamino, <C 1 -C 6 )alkyl, hydroxy(C r 
C 6 )alkyl, or a group of the formula 



20 



O 



R10 

wherein R 10 is as defined above; 

or R 2 and R 3 can be taken together with the carbon to which they are attached to form 
a carbonyl group or R 2 and R 3 taken together with the carbon to which they are attached form 
a (C 3 -C 7 )cycloalkyl ring; 

25 or when m is 1, n is 1, o is 1 and p is 0, A and R 2 can be taken together to form a group 

of the formula 



R 



4 

-q 



wherein the broken lines represent optional double bonds and q, A, B, R 1 , R 3 and R 4 are as 
defined above and when a double bond contains the carbon atom to which R 3 is attached then 
30 R 3 is absent; 

or when m is 1, n is 1, o is 1 and p is 0, A and R 2 are taken together and R 3 and 
-[RV r1 are teken to 9 ether to form a 9 rau P of the formula 
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5 




R 5 is a saturated or unsaturated cyclic or tricyclic (C 3 -C 7 )heterocyclic group containing 
one to four heteroatoms independently selected from oxygen, sulfur, nitrogen and NR 9 , wherein 
R 9 is as defined above; wherein the heterocyclic group is optionally substituted by one to three 
substitutents independently selected from halo, cyano, carboxy, amino, nitro, hydroxy, (C r 

10 C 6 )alkyl (C r C 6 )alkoxy, (C 3 -C 7 )cycloalkyl, hydroxyfCt-CeJalkyI, (C r C e )alkoxy, difluoromethyl, 
trifluoromethyl, difluoromethoxy, trifluoromethoxy, (C r C 6 )acyl, (Ci-CeJacylamino, (Ci-CeJacyloxy, 
(C r C 6 )alkylamino, ((C r C 6 )alkyl) 2 amino, (C r C 6 )alkyl-NH-<C=0)-, ((C r C 6 )alkyl) 2 -N-(C=0)-, 
aminosulfbnyl, (C r C 6 )alkylaminosulfonyl, or a saturated or unsaturated cyclic or bicyclic (C 3 - 
C 7 )heterocycle containing one to four heteroatoms independently selected from the group 

1 5 consisting of oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is as defined above; 



or bicyclic (C 3 -C7)heterocyclic group is optionally substituted by one to three substituents 
independently selected from halo, cyano, carboxy, amino, nitro, hydroxy, (C r C 6 )alkyl, 
hydroxy(C r C 6 )alkyl, (Ci-CeJalkoxy, (C r C 6 )alkylthio, difluoromethyl, trifluoromethyl, 
20 difluoromethoxy, trifluoromethoxy, (Ci-C 6 )acyl, (C 6 -C 10 )aryl, (C r C 6 )acylamino, (C r C 6 )acyloxy, 
(C r C 6 )alkylamino, ((CrC^alkylkamino, (C^-CeJalkylsulfbnyl, aminosulfonyl, (C r 
C 6 )alkylaminosulfonyl, ((C r C 6 )alkyl) 2 aminosulfbnyl or (C r C 9 )heteroaryl; 



unsaturated cyclic or bicyclic ((^-(^heterocyclic group, are optionally substituted by one to three 
25 sub-substituents independently selected from halo, cyano, carboxy, amino, nitro, hydroxy, (C r 
C 6 )alkyl, hydroxyfC^-CeJalkyl, (C r C 6 )alkoxy, (C 1 «C 6 )alkylthio, difluoromethyl, trifluoromethyl, 
difluoromethoxy, trifluoromethoxy, (C 1 -C 6 )acyl, (C 6 -C 10 )aryl, (C r C 6 )acylamino, (C r C 6 )acyloxy, 
(d-CeJalkylamino, ((C^eJalkyl^amino, (C^-CeJalkylsulfonyl, aminosulfonyl, (C r 
C 6 )alkylaminosulfonyl, ((Ci-C 6 )alkyl) 2 aminosulfbnyl or (C 2 -C 9 )heteroaryl; 
30 or said R 5 saturated or unsaturated cyclic or bicyclic ((^-^heterocyclic group is 

additionally optionally substituted by a group of the formula 



wherein the heterocycle substituent on said R 5 saturated or unsaturated cyclic 



wherein the alkyl, alkoxy or cycloalkyl substituents on said R 5 saturated or 



0 




wherein R 10 is as defined above; 
or R 5 is a group of the formula 
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wherein R 11 , R 12 , R 13 , R 14 and R 15 are each substituents independently selected from 
the group consisitng of hydrogen, halo, cyano, carboxy, amino, nitro, hydroxy, (Cj-CeJalkyl 
(Cr^alkoxy, (CVC 7 )cycloalkyl, hydroxy (C r C 6 )alkyl, (C r C 6 )alkoxy, difluoromethyl, 
trifluoromethyl, difluoromethoxy, trifluoromethoxy, (C r C 6 )acyl, (d-C^acylamino, (C 6 -C 10 )alkyl- 

10 (C=0)-NH-(C=0)-, (C 6 -C 10 )aryKC=O)-NH-(C=O)-, (C r C 6 )acyloxy, (Ct-CeJalkylamino, «C r 
C 6 )alkyl) 2 amino, (C r C 6 )alkyl-NH-(C=0)- ( ((CrCeJalkyl^N^O)-, aminosulfonyl, (C r 
C 6 )alkylaminosulfbnyl, ((C r C 6 )alkyl)2aminosulfonyl or a saturated or unsaturated cyclic or 
bicyclic (C 3 -C 7 )heterocycle containing one to four heteroatoms independently selected from 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is as defined above, and wherein said 

15 heterocycle is optionally substituted by one to three substituents independently selected from 
the group consisting of halo, cyano, carboxy, amino, nitro, hydroxy, (C r C 6 )alkyl, hydroxy(C r 
C 6 )alkyl, (C r C 6 )alkoxy, (C r C 6 )alkylthio, difluoromethyl, trifluoromethyl, difluoromethoxy, 
trifluoromethoxy, (C r C 6 )acyl, (C 6 -C 10 )aryl, (C r C 6 )acylamino, (C r C 6 )acyloxy f (C r 
C 6 )alkylamino, ((CrCeJalkyi^amino, (Cj-CeJalkylsulfonyl, aminosulfonyl, (C r 

20 C 6 )alkylaminosulfbnyl, ((Ct-CeJalkyl^aminosulfonyl or (C 2 -C 9 )heteroaryl; 

or R 11 , R 12 , R 13 , R 14 and R 15 are optionally independently a group of the formula 

O 

wherein R 10 is as defined above; 

wherein the alkyl, alkoxy or cycloalkyl groups of said R 1 \ R 12 , R 13 , R 14 

25 and R 15 groups are optionally substituted by one to three substituents independently selected 
from halo, cyano, carboxy, amino, nitro, hydroxy, (C r C 6 )alkyl f hydroxy(C r C 6 )alkyl, (C r 
C 6 )alkoxy, (C 1 -C 6 )alkylthio, difluoromethyl, trifluoromethyl, difluoromethoxy, trifluoromethoxy, 
(C r C 6 )acyl, (CrdoJaryl, (C r C 6 )acylamino, (d-CeJacyloxy, (C^eJalkylamino, ((C r 
C 6 )alkyl)2amino, (C r C 6 )alkylsulfonyl, aminosulfonyl, (C r C 6 )alkylaminosulfonyl, ((C r 

30 C 6 )alkyl)2aminosulfonyl or (C 2 -C 9 )heteroaryl; 

or R 12 and R 13 can be taken together with the carbons to which they are 
attached to form a group of the formula 
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10 



15 



20 



25 




wherein u, G, J, K and L are as defined above; 

R 8 , R 7 , and R 8 are each independently hydrogen, halo, cyano, carboxy, amino, nitro, 
hydroxy, (C 1 -C 6 )alkyl, hydroxy^-C^M. (C r C 6 )alkoxy, (C r C 6 )alkylthio, difluoromethyl, 
trifluoromethyl, difluoromethoxy, trifluoromethoxy, (d-CeJacyl, (C 6 -C 10 )aryl, (C^-CeJacylamino, 
(C r C 6 )acyloxy, (C r C 6 )alkylamino, ((C^eJalkylfeamino, (C r C 6 )alkylsulfonyl, aminosulfonyl, (C r 
C 6 )alkylaminosulfonyl, ((C^gjalkyl^aminosulfonyl or (C 2 -C 9 )heteroaryl; 

or R 7 and R 8 may be taken together with the carbons to which they are attached to form 
a fused bicyclic ring of the formula 




wherein the dashed lines represent optional double bonds; and M, P, Q and T are 
each independently oxygen, nitrogen or CR 17 wherein R 17 is hydrogen or (C 1 -C e )alkyl; 

with the proviso that when m is 1; n is 1; o is 1; p is 0; q is 0; r is 0; A is oxygen, B is NH; 
R 2 and R 3 are hydrogen; R 1 is phenyl substituted by methyl, methoxy, chloro or fluoro; E is 
oxygen and R 5 is phenyl optionally substituted by one or two fluoro or chloro; then R 1 must be at 
least di - substituted by substituents other than methyl, methoxy or halo; 

with the proviso that when t is one that the compound of formula I is a zwiterionic N- 

oxide, 

with the proviso that adjacent positions defined by G, J, K and L cannot both be defined 
by oxygen; and 

with the proviso that when the broken line of formula I represents a double bond, p is 0 
and R 3 is absent 

The term "alky!", as used herein, unless otherwise indicated, includes saturated 
monovalent hydrocarbon radicals having straight branched or cyclic moieties or combinations 
thereof. 
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5 The term "alkoxy", as used herein, includes O-alkyl groups wherein "alky!" is defined 

above. 

The term "aryl", as used herein, unless otherwise indicated, includes an organic radical 
derived from an aromatic hydrocarbon by removal of one hydrogen, such as phenyl or naphthyl, 
optionally substituted by 1 to 3 substituents selected from the group consisting of fluoro, chloro, 
10 trifluoromethyl, (Ct-CeJalkoxy, (C 6 -C 10 )aryloxy, trifluoromethoxy, difluoromethoxy and (C r 
C e )alkyl. 

The term "a saturated or unsaturated, cyclic or bicyclic (C 3 -C 7 ) heterocyclic group 
containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
NR 9 wherein R 9 is as defined above", as used herein, unless otherwise indicated, includes but is 

15 not limited to pyrrolidinyl, tetrahydrofuranyl, dihydrofuranyl, tetrahydropyranyl, pyranyl, 
thiopyranyl, aziridinyl, oxiranyl, methylenedioxyl, chromenyl, isoxazolidinyl, 1,3-oxazolidin-3-yl, 
isothiazolidinyl, 1 ,3-thiazolidin-3-yl, 1 ,2-pyrazolidin-2-yl, 1 ,3-pyrazolidin-1-yl, piperidinyl, 
thiomorpholinyl, 1 ,2-tetrahydrothiazin-2-yl, 1 ,3-tetrahydrothiazin-3-yl, tetrahydrothiadia2inyl, 
morpholinyl, 1,2-tetrahydrodiazin-2-yl, 1,3-tetrahydrodiazin-1-yl, tetrahydroazepinyl, piperazinyl, 

20 chromanyl, furyl, thienyl, thiazolyl, pyrazolyl, isothiazolyl, oxazolyl, isoxazolyl, pyrrolyl, triazolyl, 
tetrazolyl, imidazolyl, 1,3,5-oxadiazolyl, 1,2,4-oxadiazolyl, 1,2,3-oxadiazolyl, 1,3,5-thiadiazolyl, 
1,2,3-thiadiazolyl, 1,2,4-thiadiazolyl, pyridyl, pyrimidyl, pyrazinyl, pyridazinyl, 1,2,4-triazinyl, 1,2,3- 
triazinyl, 1,3,5-triazinyl, pyrazolo[3,4-b]pyridinyl, cinnolinyl, pteridinyl, purinyl, 6,7-dihydro-5H- 
[1]pyrindinyl, benzo[b]thiophenyl t 5, 6, 7, 8-tetrahydro-quinolin-3-yl, benzoxazolyl, benzothiazolyl, 

25 benzothiadiazole, benzisothiazolyl, benzisoxazolyl, benzimidazolyl, thianaphthenyl, 
isothianaphthenyl, benzofuranyl, isobenzofuranyl, isoindolyl, indolyl, indolizinyl, indazolyl, 
isoquinolyl, quinolyl, phthalazinyl, quinoxalinyl, quinazolinyl and benzoxazinyl. Preferably, 
heterocyclic refers to furyl, thienyl, thiazolyl, oxazolyl, isoxazolyl, 1,2,3-thiadiazolyl, pyridyl, 
benzoxazolyl or indolyl. 

30 The term "acyl", as used herein, unless otherwise indicated, includes a radical of the 

general formula RCO wherein R is alkyl, alkoxy, aryl, arylalkyl or arylalkyloxy and the terms 
"alkyl" or "aryl" are as defined above. 

The term "acyloxy", as used herein, includes O-acyl groups wherein "acyl" is defined 

above. 

35 The compound of formula I may have chiral centers and therefore exist in different 

enantiomeric forms. This invention relates to all optical isomers and stereoisomers of the 
compounds of formula I and mixtures thereof. 

Preferred compounds of formula I include those wherein m is 1; n is 1; o is 1; p is 0; q is 
0; r is 0; A is oxygen or nitrogen; B is NH; R 2 is hydrogen or (C r C 6 )alkyl; R 3 is hydrogen; R 1 is 

40 (CerC 10 )aryl, (Ca-C^cycloaikyl or a saturated or unsaturated, cyclic or bicyclic (C3-C7) 
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5 heterocyclic group containing as the heteroatom one to four of the group consisting of oxygen, 
sulfur, nitrogen and NR 9 wherein R 9 is hydrogen or (C 1 -C 6 )alkyl wherein the aryl, cycloalkyl and 
heterocyclic groups are optionally substituted by halo, (C 1 -C 6 )alkyl t (C r C 6 )alkoxy, hydroxy(C r 
C 6 )alkyl, amino, (C r C 6 )alkylamino, ((C-CJalkylJaamino or hydroxy(CrC 6 )alkylamino; E is 
oxygen and R 5 is a group of the formula 



11 



12 




10 

or R 5 is a saturated or unsaturated, cyclic or bicyclic (C3-C7) heterocyclic group 
containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
NR 9 wherein R 9 is hydrogen or (C t -C 6 )alkyl. 

More preferred compounds of formula I are those wherein R 1 is optionally substituted 
1 5 (C 6 -C 10 )aryl wherein said substituents are hydroxy^-Cyalkyl or wherein at least one of R 11 , R 12 , 
R 13 , R 14 or R 15 is halo or wherein R 12 and R 13 are taken together to form a fused bicyclic ring 
wherein u is zero, G and L are oxygen and J is CH 2 . 

Other preferred compounds of formula I include those wherein m is 0; n is 0; o is 3; p is 
0; q is 0; r is 0; R 2 and R 3 are hydrogen; R 1 is (C 6 -C 10 )aryl optionally substituted by halo, (C r 
20 C 6 )alkyl, (C r C 6 )alkoxy, hydroxy(C 1 -C 6 )alkyl, amino, (C r C 6 )alkylamino f ((C r C 6 )alkyl)2amino or 
hydroxy^-CgJalkylamino; E is oxygen and R 5 is a group of the formula 

*11 




or R s is a saturated or unsaturated, cyclic or bicyclic (C 3 -C 7 ) heterocyclic group 
containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
25 NR 9 wherein R 9 is hydrogen or (C^eJalkyl. 

Other preferred compounds of formula I include those wherein m is 1; n is 0; 0 is 2; p is 
0; q is 0; r is 0; A is oxygen; R 2 and R 3 are hydrogen; R 1 is (C 6 -C 10 )aryl optionally substituted by 
halo, (Ci-CeJaNcyl. (C r C 6 )alkoxy, hydroxy(C 1 -C 6 )alkyl, amino, (Ct-CeJalkylamino, ((C r 
CeJalkyl^mino or hydroxyfCi-CgJalkylamino; E is oxygen and R 5 is a group of the formula 
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or R is a saturated or unsaturated, cyclic or bicyclic (Ca-C 7 ) heterocyclic group 
containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
NR 9 wherein R 9 is hydrogen or (C^-CeJalkyl. 

Other preferred compounds of formula I include those wherein m is 0; n is 0; 0 is 1; p is 
10 1; q is 1; ris 0; R 2 and R 3 are hydrogen; D is oxygen; R 4 is hydrogen; R 1 is (C 6 -C 10 )aryl optionally 
substituted by halo, (C^alkyl, (C,-C 6 )alkoxy, hydroxyfd-CeJalkyl, amino, (C^eJalkylamino, 
((C r C e )alkyl) 2 amino or hydroxy(C 1 -C 6 )alkylamino; E is oxygen and R 5 is a group of the formula 



or R 5 is a saturated or unsaturated, cyclic or bicyclic (C3-C 7 ) heterocyclic group 



15 containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
NR 9 wherein R 9 is hydrogen or (C r C 6 )alkyl. 

Other preferred compounds of formula I include those wherein m is 0; n is 0; o is 3; p is 
0; q is 0; r is 0; R 2 is hydrogen or hydroxy; R 3 is hydrogen; R 1 is (C 6 -C 10 )aryl optionally 
substituted by halo, (C^^alkyl, (C r C 6 )alkoxy, hydroxyfC-CeJalkyl. amino, (C^alkylamino, 

20 ((C,-C 6 )alkyl) 2 amino or hydroxyfA-CjJalkylamino; E is oxygen and R 5 is a group of the formula 



or R 5 is a saturated or unsaturated, cyclic or bicyclic (C 3 -Cj) heterocyclic group 
containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
NR 9 wherein R 9 is hydrogen or (C^gjalkyl. 



R 



11 





11 
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Other preferred compounds of formula I include those wherein m is 1; n is 0; o is 1; p is 
1; q is 0; r is 0; A is oxygen; R 2 and R 3 are hydrogen; D is oxygen; R 1 is (C 6 -C 10 )aryl optionally 
substituted by halo, (C r C 6 )alkyl, (C r C 6 )alkoxy, hydroxyfC^alkyl, amino, (C r C 6 )alkylamino, 
((C 1 -C 6 )alkyl) 2 amino or hydroxyfd-CgJalkylamino; E is oxygen and R 5 is a group of the formula 

>11 




10 or R 5 is a saturated or unsaturated, cyclic or bicyclic (CVC;) heterocyclic group 

containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
NR 9 wherein R 9 is hydrogen or (C r C 6 )alkyl, 

Other preferred compounds of formula I include those wherein m is 1; n is 1; o is 1; p is 
0; q is 0; r is 0; A is oxygen; B is oxygen; R 2 and R 3 are hydrogen ; R 1 is (C 6 -C 10 )aryl optionally 
15 substituted by halo, (Chalky!, (C r C 6 )alkoxy, hydroxy(C 1 -C 6 )alkyl, amino, (C t -C 6 )alkylamino, 
((C 1 -C 6 )alkyl) 2 amino or hydroxyfCt-CeJalkylamino; E is oxygen and R 5 is a group of the formula 

>11 

12 




or R 5 is a saturated or unsaturated, cyclic or bicyclic (CVCy) heterocyclic group 
containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
20 NR 9 wherein R 9 is hydrogen or (C,-C e )alkyL 

Other preferred compounds of formula I include those wherein m is 1; n is 1; o is 0; p is 
1; q is 0; r is 0; A is oxygen; B is NH; D is NR 8 wherein R 8 is hydrogen or (d-C«)dky|; R 1 is (C 6 - 
C 10 )aryl optionally substituted by halo, (Ct-C^alkyl, (Ci-Cgjalkoxy, hydroxyfd-CeJalkyI, amino, 
(C 1 -C 6 )alkylamino, ((C^eJalkyOaamino or hydroxyfCt-CeJalkylamino; E is oxygen and R 5 is a 
25 group of the formula 
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or R 5 is a saturated or unsaturated, cyclic or bicyclic (C 3 -C 7 ) heterocyclic group 
containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
NR 9 wherein R 9 is hydrogen or (Cj-Cdalkyl. 

Other preferred compounds of formula I include those wherein m is 0; n is 1; o is 1; p is 
10 0; q is 1; r is 0; B is NH; R 2 and R 3 are taken together to form a carbonyl group; R 4 is hydrogen; 
R 1 is (Ce-C 10 )aryl optionally substituted by halo, (C r C 6 )alkyl, (C r C 6 )alkoxy, hydroxy(C r C 6 )aikyl, 
amino, (Cj-CeJaikylamino, ((C r C 6 )alkyl)2amino or hydroxy(C r C 6 )alkylamino; E is oxygen and R 5 
is a group of the formula 




15 or R 5 is a saturated or unsaturated, cyclic or bicyclic (C3-C7) heterocyclic group 

containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
NR 9 wherein R 9 is hydrogen or (C^-C^alky!. 

Other preferred compounds of formula I include those wherein m is 1; n is 1; 0 is 1; p is 
0; q is 0; r is 0; A and R 2 are taken together to form a group of the formula 




20 

wherein A is nitrogen; B is NH; R 1 is (C r C 6 )alkyl or (C r C 10 )aryl wherein the aryl 
group is optionally substituted by halo, (C 1 -C 6 )alkyl, (C r C 6 )alkoxy, hydroxy(C r C 6 )alkyl f 
amino, (C r C e )alkylamino t ((C r C 6 )alkyl)2amino or hydroxy(C r C 6 )alkylamino; E is oxygen and 
R 5 is a group of the formula 
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or R s is a saturated or unsaturated, cyclic or bicyclic (C 3 -C 7 ) heterocyclic group 
containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen 
and NR 9 wherein R 9 is hydrogen or (C r C 6 )alkyl. 

Other preferred compounds of formula I include those wherein m is 0; n is 0; o is 1; p is 
10 0; q is 2; r is 0; R 2 is hydrogen or hydroxy; R 3 is hydroen; R 4 is independently hydrogen or 
hydroxy; R 1 is (C 6 -C 10 )aryl optionally substituted by halo, (C r C e )alkyl, (C r C 6 )alkoxy, hydroxy(C r 
C 6 )alkyl, amino, (C r C 6 )alkylamino, ((C r C 6 )alkyl)2amino or hydroxy(C 1 -C 6 )alkylamino; E is 
oxygen and R 5 is a group of the formula 




15 or R 5 is a saturated or unsaturated, cyclic or bicyclic (C3-C7) heterocyclic group 

containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
NR 9 wherein R 9 is hydrogen or (C r C 6 )alkyl. 

Other preferred compounds of formula I include those wherein m is 1; n is 1; 0 is 1, 2, 3 
or 4; p is 0; q is 1, 2 or 3; r is 0; A is oxygen; B is oxygen; R 2 , R 3 , R 4 and R 1 are hydrogen; E is 

20 oxygen and R 5 is a group of the formula 




or R 5 is a saturated or unsaturated, cyclic or bicyclic (C3-C7) heterocyclic group 
containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
NR 9 wherein R 9 is hydrogen or (Cj-CeJalkyl. 
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Other preferred compounds of formula I include those wherein m is 1; n is 1; o is 1; p is 
0; q is 0; r is 0; A and R 2 are taken together to form a group of the formula 




wherein A is nitrogen; B is oxygen; R 1 is (Cj-CeJalkyl or (C 6 -C 10 )aryl wherein the aryl 
group is optionally substituted by halo, (C r C 6 )alkyl, ((^-Cgjalkoxy, hydroxy(C r C 6 )alkyl, 
10 amino, (C r C 6 )alkylamino, ((Cj-Cgjalkylfeamino or hydroxy(C r C 6 )alkylamino; E is oxygen and 
R 5 is a group of the formula 



or R 5 is a saturated or unsaturated, cyclic or bicyclic (C3-C7) heterocyclic group 
containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen 
15 and NR 9 wherein R 9 is hydrogen or {C r C B )3\\y\. 

Other preferred compounds of formula I include those wherein m is 1; n is 1; 0 is 1; p is 
0; q is 0; r is 0; A and R 2 are taken together to form a group of the formula 



wherein A is oxygen; B is oxygen; R 1 is (C r C 8 )alkyl or (C 6 -C 10 )aryl wherein the aryl 
20 group is optionally substituted by halo, (C r C 8 )alkyl, (C r C 6 )alkoxy, hydroxy(C r C 6 )alkyl, 
amino, (C r C 6 )alkylamino, ((C 1 -C 6 )lkyl) 2 amino or hydroxy(C r C 6 )alkylamino; E is oxygen and 
R 5 is a group of the formula 



R 
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or R 5 is a saturated or unsaturated, cyclic or bicyclic (C 3 -C 7 ) heterocyclic group 
containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen 
and NR 9 wherein R 9 is hydrogen or (C r C 6 )alkyl, 

Other preferred compounds of formula I include those wherein m is 1; n is 0; o is 0; p is 

10 0; q is 0; r is 0; A is oxygen; R 1 is (C 6 -C 10 )aryl or a saturated or unsaturated, cyclic or bicyclic (C3- 
C 7 ) heterocyclic group containing as the heteroatom one to four of the group consisting of 
oxygen, sulfur, nitrogen and NR 9 wherein R 9 is a hydrogen or (C^-C^alkyl wherein the aryl or 
heterocyclic groups are optionally substituted by halo, (C r C 6 )alkyl, (C r C 6 )aikoxy, hydroxy(C r 
C B )alkyl, amino, (Ci-CsJalkylamino, ((C^ e )a\\y\) 2 awino or hydroxy(C r C 6 )alkylamino; E is 

1 5 oxygen and R 5 is a group of the formula 




or R 5 is a saturated or unsaturated, cyclic or bicyclic (C 3 -C7) heterocyclic group 
containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
NR 9 wherein R 9 is hydrogen or (Ct-CeJalkyl. 
20 Other preferred compounds of formula I include those wherein m is 1 ; n is 1 ; 0 is 0; p is 

0; q is 1; r is 0; A is oxygen; B is NH; R 4 is hydroxy (C 1 -C 6 )alkyl; R 1 is (C r C 6 )alkyl; E is oxygen 
and R 5 is a group of the formula 



R 
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5 or R 5 is a saturated or unsaturated, cyclic or tricyclic (C3-C7) heterocyclic group 

containing as the heteroatom one to four of the group consisting of oxygen, sulfur, nitrogen and 
NR 9 wherein R 9 is hydrogen or (C 1 -C 6 )alkyl. 

Specific preferred compounds of formula I include the following: 
N-(4-(1-Hydroxy-1-methyl-ethyl)-benzyl)-2-(3-methyl-benzo(d)isoxazol-7-yloxy)- 
10 nicotinamide; 

N-(4-(1-Hydroxy-1-methyl-ethyl)-benzyl)-2-(3-oxo-indan-5-yloxy)-nicotinamide; 
2-(3-(1-Hydroxyimino-ethyl)-phenox 
nicotinamide; 

N-(4-(1-Hydroxy-1-methyl-ethyl)-benzy!)-2-(4-oxo-chroman-6-yloxy)-nicotinamide; 
1 5 (±) 2-(3-Acetyl-phenoxy)-N-(1 -hydroxy-indan-6-ylmethyl)-nicotinamide; 

2-(2,3-Dihydro-benzo(1 ,4)dioxin-6-yloxy)-N-(4-{1 -Hydroxy-1 -methyl-ethyl)-benzyl)- 
nicotinamide; 

N-(4-(1 -Hydroxy-1 -methyl-ethyl)-benzyl)-2-{3-(1 -methoxyimino-ethyl)-phenoxy)- 
nicotinamide; 

20 N-{2-Chloro-benzyl)-2-(4-fIuoro-phenoxy)-nicotinamide; 

N-(5-Chloro-thiophen-2-ylmethyl)-2-(pyridin-3-yloxy)-nicotinamide; 
2-(4-Fluoro-phenoxy)-N-{4-{3-hydroxy-azetidin-1-yl)-benzyl]-nicotinamide; 
N-[4-( 1 -Hydroxy-1 -methyl-ethy l)-benzy l]-2-(3-nitro-phenoxy)-nicotinamide; 

2- (4-Fluoro-phenoxy)-N-(2-oxo-2,3-dihydro-1 H-indol-5-ylmethyl)-nicotinamide; 
25 N-[2-(3-Acetyl-phenoxy)-pyridin-3-yI]-2-[4-(1-hydroxy-1-methyl-ethyl)-phenyl]- 

acetamide; 

3- {3-[4-(1-Hydroxy-1-methyl-ethyl)-benzylcarbamoyl]-pyridin-2-yloxy}-benzoic acid 
methyl ester; 

2-(4-Fluoro-phenoxy)-N-(4-(1-hydroxy-1-methyl-ethyl)-benzyl]-nicotinamide; 
30 2-(4-Fluoro-phenoxy)-N-(1-thiophen-2-yl-ethyl)-nicotinamide; 
N-[2-Ch!oro-4-(1-hydroxy-1-methyl-ethyl)-b^ 

2-(3-Cyano-4-fluoro-phenoxy)-N-{4-(1 -hydroxy-1 -methyl-ethy l)-benzyl]-nicotinamide; 
N-p-Chloro^^l-hydroxy-l-methyl-ethylJ-benzyq^^S^-difluoro-phenoxy)- 
nicotinamide; 

35 (+)-2-(Benzo[1 ,3]dioxol-5-yloxy)-N-[4-(1 -hydroxy-ethyl)-cyclohexylmethyl]- 

nicotinamide; 

(-)-2-(3-Cy ano-4-fiuoro-phenoxy )-N-[4-( 1 -hy d roxy-ethyl)- cy clohexy Imethy I]- 

nicotinamide; 

(+)-2-(3-Cyano-4-fluoro-phenoxy)-N-[4-(1-hydroxy-ethyl)-cyclohexylmethyl]- 
40 nicotinamide; 
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5 (+)-2-<2,3-Dihydro-benzo[1 l 4]dioxin-6^ 
nicotinamide; 

(«)-2-(2,3-Dihydro-benzo[1 ,4]dioxin-6-yloxy)-N-[4-(1 -hydroxy-ethyl)-cyclohexylmethyl]- 
nicotinamide; 

2-<Benzo[1 ,3]dioxol-5-yloxy)-N-[4-(1 -hydroxy-1 -me%l-ethyl)-benzyl]-nicotinamide, 
1 0 2-(Benzo[1 ,3]dioxol-5-yloxy)-N-[4-(1 -hydroxy-1 -methyl-ethyl)-cyclohexy Imethyl]- 

nicotinamide; 

2-(3-Acetyl-phenoxy)-N-[4-(1 -hydroxy-ethyl)- cyclohexylmethylj-nicotinamide; and 
2-(3-Cyano-4-fluoro-phenoxy)-N-[2-fluoro-4-0^ 
nicotinamide; 

15 N-[2-Chioro-4-(1-hydroxy-1-methyl-ethyl)-benzyl]-2-(3-cyano-4-fluoro-phenoxy)- 
nicotinamide; 

2-(3-Acetyl-phenoxy)-N-[2-chloro-4-(1 -hydroxy-1 -methyl-ethyl)-benzyl]-nicotinamide; 
2-(3-Acetyl-phenoxy)-N-[4-(1-hydroxy-1-methyl-ethyl)-cyclohexylme%l]-nicotinami 
2-{3-Acetyl-phenoxy)-N-I4-(1-hydroxy-1-methyl-ethyl)-benzyl]-nicotinamide; 
20 2-(3,4-Difluoro-phenoxy)-N-[4-(1-hydroxy-1-methyi-ethyl)-benzyl]-nicotinamide; 

2-(4-Fluoro-phenoxy)-N-[4-(1-hydroxy-1-methyl^thyl)-cyclohexylmethyl]-nicotinamide; 
2-(3-Cyano-phenoxy)-N-[4-(1-hydroxy-1-methyl-ethyl)-cyclohexylmethyl]- 
nicotinamide; 

N-[4-( 1 -Hydroxy-1 -methyi-ethy l)-benzyl]-2-(3-methoxy-phenoxy)-nicotinamide; 
25 2-(3-Cyano-phenoxy)-N-[4-(1-hydroxy-1-methyl-ethyl)-benzyl]-nicotinamide; 

N-[4-(1 -Hydroxy-1 -methyl-ethyl)-benzyl]-2-(pyridin-3-y loxy)-nicotinamide; and 
2-(3-Acetyl-phenoxy)-N-[4-(1-hydroxy-1-methyl-ethyl)-benzyi]-nicotinamide. 
The present invention also relates to a pharmaceutical composition for the treatment of 
respiratory, allergic, rheumatoid, body weight regulation, inflammatory and central nervous 
30 system disorders such as asthma, chronic obstructive pulmonary disease, adult respiratory 
diseases syndrome, shock, fibrosis, pulmonary hypersensitivity, allergic rhinitis, atopic dermatitis, 
psoriasis, weight control, rheumatoid arthritis, cachexia, Crohn's disease, ulcerative colitis, 
arthritic conditions and other inflammatory diseases, depression, multi-infarct dementia and AIDS 
in a mammal, including a human, comprising an amount of a compound of claim 1 or a 
35 pharmaceutical^ acceptable salt thereof, effective in such preventions or treatment and a 
pharmaceutical^ acceptable carrier. 

The present invention also relates to a method for the treatment of respiratory, allergic, 
rheumatoid, body weight regulation, inflammatory and central nervous system disorders such as 
asthma, chronic obstructive pulmonary disease, adult respiratory diseases syndrome, shock, 
40 fibrosis, pulmonary hypersensitivity, allergic rhinitis, atopic dermatitis, psoriasis, weight control, 
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5 rheumatoid arthritis, cachexia, Crohn's disease, ulcerative colitis, arthritic conditions and other 
inflammatory diseases, depression, multi-infarct dementia and AIDS in a mammal, including a 
human, comprising administering to said mammal an amount of a compound of claim 1 or a 
pharmaceutical^ acceptable salt thereof, effective in such treatment. 

The present invention also relates to a pharmaceutical composition for selective 

10 inhibition of PDE4 D isozymes which regulate the activation and degranulation of human 
eosinophils useful in the treatment of respiratory, allergic, rheumatoid, body weight regulation, 
inflammatory and central nervous system disorders such as asthma, chronic obstructive 
pulmonary disease, adult respiratory diseases syndrome, shock, fibrosis, pulmonary 
hypersensitivity, allergic rhinitis, atopic dermatitis, psoriasis, weight control, rheumatoid arthritis, 

15 cachexia, Crohn's disease, ulcerative colitis, arthritic conditions and other inflammatory diseases, 
depression, multi-infarct dementia and AIDS in a mammal, including a human, comprising 
administering to said mammal a PDE4 D isozyme inhibiting effective amount of a PDE4 D 
isozyme inhibiting compound or a pharmaceutically acceptable salt thereof, effective in such 
treatment and a pharmaceutically acceptable carrier. 

20 The present invention also relates to a method for selective inhibition of PDE4 D 

isozymes which regulate the activation and degranulation of human eosinophils useful in the 
treatment of respiratory, allergic, rheumatoid, body weight regulation, inflammatory and central 
nervous system disorders such as asthma, chronic obstructive pulmonary disease, adult 
respiratory diseases syndrome, shock, fibrosis, pulmonary hypersensitivity, allergic rhinitis, 

25 atopic dermatitis, psoriasis, weight control, rheumatoid arthritis, cachexia, Crohn's disease, 
ulcerative colitis, arthritic conditions and other inflammatory diseases, depression, multi-infarct 
dementia and AIDS in a mammal, including a human, comprising administering to said mammal 
a PDE4 D isozyme inhibiting effective amount of a PDE4 D isozyme inhibiting compound or a 
pharmaceutically acceptable salt thereof, effective in such treatment. 
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Detailed Description of the Invention 
The following reaction Schemes illustrate the preparation of compounds of the present 



invention. 



10 



SCHEME 1 
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IV 




R r N "0(CH 2 ) r R5 
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SCHEME 12 



x E(CH 2 )R5 



CH, 
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SCHEME 20 




C = N 



R 8/^\ C | 



R 8 -^N / \0(CH 2 ) f R5 
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5 In reaction 1 of Scheme 1, the 2-chloropyridine compound of formula IV is converted to 

the corresponding compound of formula III by reacting IV with a compound of the formula, 
R 5 (CH 2 ) r -OH f in the presence of sodium hydride and a polar aprotic solvent, such as 
dimethylformamide. The reaction is carried out at room temperature for a time period between 
about 3 hours to about 20 hours, preferably about 4 hours. 

10 In reaction 1 of Scheme 2, the 3-carboxylic acid compound of formula IV is converted to 

the corresponding ethyl ester pyridine compound of formula VI by reacting IV with ethanol in the 
presence of thienyl chloride. The reaction mixture is heated to reflux for a time period between 
about 1 hour to about 3 hours, preferably about 15 hours. 

In reaction 2 of Scheme 2, the 2-chloropyridine compound of formula VI is converted to 

15 the corresponding compound of formula V by reacting IV with a compound of the formula, 
R 5 (CH 2 ) r -OH, in the presence of cesium carbonate and a polar aprotic solvent, such as 
dimethylformamide. The reaction is carried out at a temperature between about 65°C to about 
90°C t preferably about 65°C, for a time period between about 10 hours to about 18 hours, 
preferably about 10 hours. 

20 In reaction 3 of Scheme 2, the ethyl ester pyridine compound of formula V is converted 

to the corresponding 3-carboxylic acid compound of formula III by reacting V with ethanol in the 
presence of sodium hydroxide. The reaction mixture is heated to reflux for a time period 
between about 3 hours to about 5 hours, preferably about 4 hours. 

In reaction 1 of Scheme 2, the 3-carboxylic acid compound of formula IV is converted to 

25 the corresponding benzyl ester pyridine compound of formula X by reacting IV with benzyl 
bromide in the presence of potassium carbonate and a polar aprotic solvent, such as 
dimethylformamide. The reaction is carried out at room temperature for a time period between 
about 1 hour to about 24 hours, preferably about 10 hours. 

In reaction 2 of Scheme 3, the 2-chloropyridine compound of formula X is converted to 

30 the corresponding compound of formula IX by reacting X with 3-iodophenol in the presence of 
cesium carbonate and a polar aprotic solvent, such as dimethylformamide. The reaction is 
carried out at a temperature between about 70°C to about 80°C, preferably about 75°C, for a 
time period between about 1 hours to about 6 hours, preferably about 2 hours. 

In reaction 3 of Scheme 3, the (3-iodo-phenoxy) pyridine compound of formula IX is 

35 converted to the corresponding compound of formula VIII by reacting IX with carbon monoxide 
and methanol in the presence of palladium acetate, 1,1-bix(diphenylphosphino)-feiTocene, 
triethylamide and a polar aprotic solvent, such as dimethylformamide. The reaction mixture is 
heated to a temperature between about 50° to about 70°C, preferably about 60°C, for a time 
period between about 2 hours to about 4 hours, preferably about 4 hours. 
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5 In reaction 4 or Scheme 2, the benzyl ester pyridine compound of formula VIII is 

converted to the corresponding compound of VIII by hydrogenating VIII in the presence of 
palladium on carbon, methanol and ethyl acetate. The reaction is carried out at room 
temperature for a time period between about 1 hour to about 2 hours, preferably about 2 hours. 
In reaction 1 of Scheme 4, the carboxylic acid pyridine compound of formula III is 

10 converted to the corresponding compound of formula XI by reacting III with a compound of the 
formula 



NH 2 









R2 R 3 




R 4 









by one of four different synthetic methods. 

In the first method, the compound of formula III is reacted with XII in the presence of 
15 1-ethyl-3-(3-dimethylaminopropyl)carbodiimide, 1 -hydroxy benzotriazole hydrate and a polar 
aprotic solvent, such as dimethylformamide. The reaction is carried out at room temperature 
for a time period between about 1 hour to about 24 hours, preferably about 10 hours. In the 
second method, III is reacted a chloroformate such as isobutylchloroformate, in the presence 
of N-methylmorpoline and a polar aprotic solvent, such as methylene chloride, at a 
20 temperature between about 0°C to about -20°C, preferably about -10°C, for a time period 
between about 15 minutes to about 1 hour, preferably about 30 minutes. The reaction mixture 
is warmed to room temperature and the compound of formula XII is added. The resulting 
reaction mixture is stirred for a time period between about 1 hour to about 24 hours, preferably 
about 10 hours. 

25 In the third method, the compound of formula III is heated to reflux in the presence of 

thionyl chloride for a time period between about 1 hour to about 24 hours, preferably about 1 
hours. The resulting acid chloride is then reacted with the compound of formula XII in the 
presence of pyridine and a polar aprotic solvent, such as tetrahydrofuran. The reaction is 
carried out at a temperature between about 0°C to about room temperature, preferably about 

30 0°C. 

In the fourth method, the compound of formula II is reacted with XII in the presence of 
BOP, diisopropyl ethyl amine and a polar aprotic solvent,such as dimethylformamide. The 
reaction is carried out at room temperature for a time period between about 3 hours to about 4 
hours, preferably about 4 hours. 
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In reaction 1 of Scheme 5, the 3-carboxylic acid pyridine compound of formula III is 
converted to the corresponding compound of formula XIII by reacting III with a compound of 
the formula 



HO 

10 in the presence of 4-dimethylaminopyridine, 1-(3-dimethylaminopropyl)-3-ethylcarbo- 

diimide hydrochloride, pyridine and diethyl ether. The reaction is carried out at room 
temperature for a time period between about 1 hour to about 3 hours, preferably about 1 
hours. 

In reaction 1 of Scheme 6, the compound of formula XVI is converted to the 
15 corresponding compound of formula XV by reacting XVI with acetonitrile in the presence of 
formaldehyde and sodium cyanoborohydride. The reaction is carried out at room temperature 
for a time period between about 14 hours to about 16 hours, preferably about 16 hours. 

In reaction 1 of Scheme L the compound of formula XVII is converted to the 
corresponding compound of formula XVI by first reacting XVII with phosphorus oxychloride in 
20 an aprotic solvent, such as toluene, then treating the compound so formed with sodium 
hydroxide in a polar protic solvent, such as methanol. The reaction is carried out at a 
temperature between about 0°C to room temperature, preferably about 22°C, for a time period 
between about 1 hour to about 24 hours, preferably about 12 hours. 

In reaction 1 of Scheme 3, the compound of formula XIX is converted to the 
25 corresponding compound of formula XVIII by a method to that described in reaction 1 of 
Scheme L 

In reaction 1 of Scheme §, the 3-aminopyridine compound of formula XXI is converted 
to the corresponding compound of formula XX by reacting XXI with a compound of the formula 




R2 R 3 



XIV 
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in the presence of 1 -hydroxy benzotriazole hydrate and a polar aprotic solvent such 
as dimethylformamide. The reaction is carried out at room temperature for a time period 
between about 1 hour to about 24 hours, preferably about 16 hours. 

In reaction 1 of Scheme Ifi, the compound of formula XXIII is converted to the 
corresponding compound of formula XXII by reacting XXIII with a compound of the formula 




XXIV 



OH 

in the presence of p-toluenesulfonic acid and an aprotic solvent such as toluene. The 
reaction is mixture heated to reflux for a time period between about 1 hour to about 48 hours, 
prefereably about 24 hours. 

In reaction 1 of Scheme H, the compound of formula XXVI is converted to the 
15 corresponding compound of formula XXV by reacting XXVI with methyl lithium in an aprotic 
solvent such as tetrahydrofuran. The reaction is carried out at a temperature between about - 
75°C to about -85°C, preferably about -78°C, for a time period between about 1 hour to about 
6 hours, preferably about 2 hours. 

In reaction 1 of Scheme 12, the compound of formula XXVII by reacting XXVIII with 
20 boron tribromide in a polar aprotic solvent, such as methylene chloride. The reaction is 
earned out at a temperature between about -78°C to room temperature, preferably about 0°C, 
for a time period between about 1 hour to about 24 hours, preferably about 16 hours. 

In reaction 1 of Scheme 13, the compound of formula XXX is converted to the 
corresponding compound of formula XXIX by reacting XXX with a compound of the formula 

0 



X. 



XXXI 



R 9 CI 

in the presence of triethylamine and a polar aprotic solvent, such as methylene 
chloride. The reaction is carried out at a temperature between about 0°C to room 
temperature, preferably about 0°C, for a time period between about 30 minutes to about 2 
hours, prefereably about 1 hours. 
30 In reaction 1 of Scheme 14, the compound of formula XXX is converted to the 

corresponding compound of formula XXXII by reacting XXX with methanesulfonic anhydride in 
the presence of triethylamine. The reaction is carried out at room temperature for a time 
period between about 30 minutes to about 24 hours, preferably about 12 hours. 
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5 In reaction 1 of Scheme 15, the compound of formula XXXV is converted to the 

corresponding compound of formula XXXIV by reacting XXXV with sodium hydroxide ina polar 
aprotic solvent, such as ethanol. The reaction is heated to reflux for a time period between 
about 1 hour to about 24 hours, preferably about 9 hours. 

In reaction 1 of Scheme 1£, the compound of formula XXXVII is converted to the 
10 corresponding compound of formula XXXVI by oxidizing XXXVII with tetrapropylammonium 
perruthenate and 4-methylmorpholine N-oxide in a polar aprotic solvent, such as methylene 
chloride. The reaction is carried out at room temperature for a time period between about 2 
hours to about 6 hours, perferably about 4 hours. 

In reaction 1 of Scheme 1Z, the 2-aminopyridine compound of formula XXXIX is 
15 converted to the corresponding compound of formula XXXVIII by reacting XXXIX with a 
compound of the formula, R 5 -N=C=0. The reaction is heated to reflux for a time period 
between about 1 hour to about 24 hours, preferably about 16 hours. 

In reaction 1 of Scheme Ifi, the 2-nitropyridine compound of formula XLI is converted 
to the correspond 2-aminopyridine compound of formula XL by reducing XLI with 10% 
20 platinum oxide on carbon, methanol and tetrahydrofuran. The reaction is carried out at room 
temperature for a time period between about 1 hour to about 3 hours, preferably about 2 
hours. 

In reaction 1 of Scheme IS, the compound of formula XLIII is converted to the 
corresponding compound of formula XLII by reacting XLIII with MCPBA in a polar aprotic 
25 solvent, such as methylene chloride. The reaction is carried out at room temperature for a 
time period between about 1 hour to about 4 hours, prefereably about 1 hours. 

In reaction 1 of Scheme 2Q, the2-chloropyridine compound of formula XLV is 
converted to the corresponding compound of formula XLVI by reacting XLV with a compound 
of the formula, R 5 (CH 2 ) r OH l in the presence of cesium carbonate and a polar aprotic solvent, 
30 such as dimethylformamide. The reaction is carried out at a temperatue between about 65°C 
to about 90°C, preferably about 80°C, for a time period between about 10 hours to about 18 
hours, preferably about 16 hours. 

In reaction 2 of Scheme 2Q, the 3-cyanopyridine compound of formula XLVI is 
converted to the corresponding compound of formula XLVII by reacting XLVI with hydrogen 
35 peroxide in the presence of potassium hydroxide and a polar protic solvent, such as ethanol. 
The reaction is carried out at room temperature for a time period between about 1 hour to 
about 24 hours, preferably about 12 hours. 

In reaction 3 of Scheme 2Q, the compound of formula XLVII is converted to the 
corresponding compound of formula XLIV by reacting XLVII with a compound of the formula 
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XLVIII 



wherein X is chloro, bromo or iodo, in the presence of potassium hydroxide and a 
polar aprotic solvent, such as dimethyl sulfoxide. The reaction is carried at room temperature 
for a time period between about 1 hour to about 24 hours, preferably about 1 hours. 

In reaction 1 of Scheme 21, the compound of formula XLIX is converted to the 
10 corresponding compound of formula L by reacting XLIX with a compound of the formula 




in a polar aprotic solvent, such a tetrahydrofuran. The reaction is carried out at a 
temperature between about -85°C to about -75°C, preferably about 78°C, for a time period 
between about 0.5 hours to about 16 hours, preferably about 2 hours. 

15 In reaction 2 of Scheme 21 the compound of formula L is converted to the 

corresponding compound of formula XLVIII by reacting L with chromic acid, sulfuric acid and 
water in a polar aprotic solvent, such as acetone. The reaction is carried out at a temperature 
between about 0°C to about 25°C, preferably about 0°C, for a time period between about 0.5 
hours to about 16 hours, preferably 2 hours. 

20 In reaction 1 of Scheme 22, the compound of formula LIU is converted to the 

corresponding compound of formula LIV by reacting Llll with a compound of the formula 




XLVIII 



in the presence of sodium hydride and a polar aprotic solvent, such as 
tetrahydrofuran. The reaction is carried out at a temperature between about 0°C to about 
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10 



15 



20 



60°C, preferably about 0°C, for a time period between about 1 hours to about 16 hours, 
preferably about 4 hours. 

In reaction 2 of Scheme 22, the compound of formula LIV is converted to the 
corresponding compound of formula LII by reacting UV with trifiuoroacetic acid neat for a time 
period between about 1 hours to about 16 hours, preferably about 4 hours. 

In reaction 1 of Scheme 23, the compound of formula LVI is converted tot he 
corresponding compound of formula LV by reacting LVI with a compound of the formula, 
R 1 CHO, in the presence of lithium diisopropylamide and a polar aprotic solvent, such as 
tetrahydrofuran. The reaction is carried out at a temperature between about -75°C to about - 
85°C, preferably about -78°C, for a time period between about 1 hour to about 6 hours, 
preferably about 1 hours. 

In reaction 1 of Scheme 24, the compound of formula LVIII is converted to the 
corresponding compound of formula LVII by reacting LVIII with sodium borohydride in the 
presence of a polar protic solvent, such as methanol. The reaction is carried out at a 
temperature between about -10°C to about 10°C, preferably about 0°C, for a time period 
between about 0.5 hours to about 16 hours, preferably about 1 hours. 

In reaction 1 of Scheme 25, the compound of formula LX is converted to the 
corresponding compound of formula LIX by reacting LX with a compound of the formula 




wherein X is chloro, bromo or iodo, in the presence of sodium hydride and a polar 
25 aprotic solvent, such as dimethylformamide. 

In reaction 1 of Scheme 2S, the 2-fluoropyridine compound of formula LXII is 
converted to the corresponding compound of formula LXIII, by reacting LXII, with a compound 
of the formula 



I 

OCH, 









R2 R 3 




R 4 















*R1 



30 in the presence of lithium diisopropylamide and a polar aprotic solvent, suh as 

tetrahydrofuran. 
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5 In reaction 2 of Scheme 26, the compound of formula LXIII is converted to the 

corresponding compound of formula XLVIII, by reacting LXIII with a compound of the formula, 
HE-(CH 2 ) r -R 5 , in the presence of sodium hydride and a polar aprotic solvent, such as 
dimethylformamide. 

In reaction 1 of Scheme 2Z, the compound of formula LXV is converted to the 

10 corresponding compound of formula LXVI, by reacting LXV with the Burgess reagent, 
CH 3 OOCNS0 2 NCH 2 CH3, in the presence of benzene. 

In reaction 2 of Scheme 2Z, the compound of formula LXVI is converted to the 
corresponding compound of formula LXIV, by reacting LXVI with osminum tetroxide in the 
presence of tert-butanol, NMO and actone. 

15 In reaction 1 of Scheme 2S, the compound of formula LXVI is converted tot he 

corresponding compound of formula LXVII by hydrogenating LXVI in the presence of pallidium 
on carbon and ethanol. 

The compounds of formula I that are basic in nature are capable of forming a wide 
variety of different salts with various inorganic and organic acids. Although such salts must be 

20 pharmaceutically acceptable for administration to humans or animals, it is often desirable in 
practice to initially isolate the compound of formula I from the reaction mixture as a 
pharmaceutically unacceptable salt and then simply convert the latter back to the free base 
compound by treatment with an alkaline reagent and subsequently convert the latter free base to 
a pharmaceutically acceptable acid addition salt. The acid addition salts of the base compounds 

25 of this invention are readily prepared by treating the base compound with a substantially 
equivalent amount of the chosen mineral or organic acid in an aqueous solvent medium or in a 
suitable organic solvent, such as methanol or ethanol. Upon evaporation of the solvent, the 
desired solid salt is readily obtained. The desired acid addition salt can also be precipitated from 
a solution of the free base in an organic solvent by adding to the solution an appropriate mineral 

30 or organic acid. Pharmaceutically acceptable salts of amino groups include hydrochloride 
(preferred), hydrobromide, sulfate, hydrogen sulfate, phosphate, hydrogen phosphate, 
dihydrogen phosphate, acetate, succinate, citrate, tartrate, lactate, mandelate, methanesulfonate 
(mesylate) and p-toluenesulfonate (tosylate) salts. Cationic salts of the compounds of formula I 
are similarly prepared except through reaction of a carboxy group, such as where Re Is carboxyT 

35 with an appropriate cationic salt reagent such as sodium, potassium, calcium, magnesium, 
ammonium, N.W-dibenzylethylenediamine, N-methylglucamine (meglumine), ethanolamine, 
tromethamine, or diethanolamine. 

For administration to humans in the curative or prophylactic treatment of inflammatory 
diseases, oral dosages of a compound of formula I or a pharmaceutically acceptable salt thereof 

40 (the active compounds) are generally in the range of 0.1 to 1000 mg daily, in single or divided 
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5 doses, for an average adult patient (70 kg). The active compounds can be administered in single 
or divided doses. Individual tablets or capsules should generally contain from 0.1 to 100 mg of 
active compound, in a suitable pharmaceutical^ acceptable vehicle or carrier. Dosages for 
intravenous administration are typically within the range of 0.1 to 10 mg per single dose as 
required. For intranasal or inhaler administration, the dosage is generally formulated as a 0.1 to 

10 1% (w/v) solution. In practice the physician will determine the actual dosage which will be most 
suitable for an individual patient and it will vary with the age, weight and response of the 
particular patient The above dosages are exemplary of the average case but there can, of 
course, be individual instances where higher or lower dosage ranges are merited, and all such 
dosages are within the scope of this invention. 

15 For human use, the active compounds of the present invention can be administered 

alone, but will generally be administered in an admixture with a pharmaceutical diluent or carrier 
selected with regard to the intended route of administration and standard pharmaceutical 
practice. For example, they may be administered orally in the form of tablets containing such 
excipients as starch or lactose, or in capsules either alone or in admixture with excipients, or in 

20 the form of elixirs or suspensions containing flavoring or coloring agents. They may be injected 
parenteral^; for example, intravenously, intramuscularly or subcutaneously. For parenteral 
administration, they are best used in the form of a sterile aqueous solution which may contain 
other substance; for example, enough salts or glucose to make the solution isotonic. 

Additionally, the active compounds may be administered topically when treating 

25 inflammatory conditions of the skin and this may be done by way of creams, jellies, gels, pastes, 
and ointments, in accordance with standard pharmaceutical practice. 

The therapeutic compounds may also be administered to a mammal other than a 
human. The dosage to be administered to a mammal will depend on the animal species and the 
disease or disorder being treated. The therapeutic compounds may be administered to animals 

30 in the form of a capsule, bolus, tablet or liquid drench. The therapeutic compounds may also be 
administered to animals by injection or as an implant Such formulations are prepared in a 
conventional manner in accordance with standard veterinary practice. As an alternative the 
therapeutic compounds may be administered with the animal feedstuff and for this purpose a 
concentrated feed additive or premix may be prepared for mixing with the normal animal feed. 

35 The ability of the compounds of formula I or the pharmaceutical^ acceptable salts 

thereof to inhibit PDE4 may be determined by the following assay. 

Inhibition of Eosinophil Deqran ulation and Activation in Human Whole Blood 
Human Blood Eosinophil Deoranulati on and Activation Measurement 
Blood collecti on and compound incubation 
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5 One hundred ml blood is obtained from normal volunteers in Vacutainer tube #6480 

(14.3 USP units sodium heparin/ml blood). Heparinized blood is pooled in 50 ml conical 
centrifuge tubes at 22°C. On ml blood is placed in a 12X75 mm siliconized glass tube 
containing 1 ul DMSO or 1 ul test compound in triplicate. After mixing, tubes are placed in a 
shaking water bath at 37°C for 15 minutes. One ul PGE1 in DMSO is added to all tubes to 
10 give a final concentration of 1 uM. After mixing, 100 ul PBS (negative control) or Sephadex G- 
15 beads in PBS (8.25-16.5 mg/ml final concentration) is added to tubes. After mixing, all 
tubes are incubated in a shaking water bath at 37°C for 1-2 hours. 
Preparation of plasma samples 

At the end of incubation, 20 ul of 15% EDTA in PBS is added to each assay tube. 
15 After mixing, the samples are centrifuged at 2,000 rpm (Sorvall 6000B centrifuge) at 22°C for 
5 minutes. 

FHN (or EPX) an d I TF4 measurements and the effect of compounds 
All plasma samples are tested for EDN (eosinophil derived neurotoxin) and LTE4 
(leukotriene E4) levels. Extensive studies suggest that Sephadex beads trigger cosinophil- 
20 mediated EDN and LTE4 release in human whole blood. The levels of EDN and LTE4 are 
determined by a RIA (Kabi Pharmacia Diagnostics) and EIA (Cayman Chemical), respectively. 
EDN and LTE4 levels are calculated by comparison to a standard curve using Microsoft Excel 
or other appropriate software. Percent of control EDN or LTE4 release is calculated by: 
% Control EDN = [EDN (compound) - EDN(blank)]/[EDN(total) - EDN(blank)) 
25 % Control LTE4 = [LTE4(compound) - LTE4(blank)]/[LTE4(total) - LTE4(blank)] 

where the blank is the level of EDN or LTE4 in the absence of Sephadex beads and 
the total is the level of EDN or LTE4 in the presence of Sephadex beads. An IC30 or IC50 
value is defined as the concentration of a compound that inhibits specific EDN or LTE4 
release by 30 or 50%, respectively. 
30 Inhihition of PDE4 isozyme a nd eosinophil activation bv (+) and (-) enantiomers 

To assess pharmacologically which PDE4 isozyme(s) is responsible for eosinophil 
activation, we have prepared enantiomers of PDE4 inhibitors and compare the inhibitory effect 
of these enantiomers on PDE activity and eosinophil activation. PDE4 activity is assessed by 
measuring hydrolysis of 1 uM cAMP by individual human recombinant PDE4 isozymes 
35 (PDE4A, 4B, 4C or 4D). Eosinophil activation is estimated by measuring Sephadex beads- 
induced release of eosinophil derived neurotoxin (EDN) and leukotriene E4 in human whole 
blood. Table 1 illustrates comparison of one example of (-) and (+) enantiomers on the activity 
of individual PDE4 isozymes and on the release of END and LTE4. (+) Enantiomer ((S)-(-)2(4- 
Fluoro-phenoxy)>N-(H4-methoxy-phenyl)-ethy l]-ni ctinamide) is 22 times m ore potent in 
40 inhibiting PDE4D than (-) enantiomer ((R)2-(4-Fluoro-phenoxy)-N-[1-(4-metoxy-phenyl)-ethyl}-" 
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5 nicotinamide); however, they are approximately equipotent in inhibiting the other 3 isozymes, 
i.e., PDE4A, 4B and 4C. Importantly, the (+) enantiomer is 20-37 fold more effective against 
the EDN and LTE4 response. These results indicate that the differential effect of (+) and (-) 
enantiomers on PDE4D isozyme inhibition is identical to their effects on eosinophil EDN/LTE4 
release, demonstrating that the PDE4D isozyme plays a key role in regulating eosinophil. 

10 Table 1. 



(+) vs M enantiomers on PP E4 Isozymes and Eosinophil Responses 





Isozyme - IC^,, uM 


HWB Eosinophil 
IC30 or \Cso, uM 




A 


B 


C 


4 

D 


E 

DN 


LT 

E4 


( + ) 

Enantiomer 


•6(3) 


•6(3) 


•8(1) 


0 

.009(3) 


0. 

05(2) 


0.0 

08(2) 


(-) 

Enantiomer 


•6(3) 


•3(3) 


.4(4) 


0 

•2(3) 


1. 

0(1) 


0.3( 

2) 


(+) vs. 

(-) 


.s. 


.5X 


0.5X 


2 

2X 


2 

OX 


37 

X 



Including the aforementioned enantiomer, a total of 8 pairs of (+) and (-) enantiomers 
has been prepared. As illustrated in Table 2, the enantioselective effect of these compounds 
15 on PDE4D isozyme inhibition correlates significantly with those on the EDN and LTE4 
response. 

Table 2. Correlation of enantioselective effects on the PDE activity and EDN/LTE4 



response by 8 compounds, each having (+) and (-) enantiomers. 



Correlation of differential effects of (+) and (-) enantiomers on: 




vs. END response 


vs.L I h4 response 


PDE4A 


No correlation 


No correlation 


PDE4B 


No correlation 


No correlation 


PDE4C 


No correlation 


No correlation 


PDE4D 


Positive correlation 
(p<0.02) 


Positive correlation 
(p<0.005) 



20 inhibition of pulmonary eosinophil 

To evaluate these compounds for pulmonary efficacy, we have used a well- 
characterized monkey model of asthma (TumeieLal, Am. J. Ftespir. Crit. Care Med- 149, 
1153-1159, 1994). Exposure of atopic Macaca fascicularis monkeys to antigen causes a 
significant influx of inflammatory cells observed in the bronchoalveolar (BAL) fluid of these 

25 monkeys at 4-24 hours post antigen challenge. In this model, PDE4D isozyme selective 
compounds given subcutaneously significantly inhibit pulmonary eosinophil infiltration by 59- 
76% at 24h post antigen challenge. These compounds, however, do not affect neutrophil or 
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5 lymphocyte infiltration, demonstrating selective inhibition of the eosinophil response by these 
compounds. 

Inhibition of TN F Production in Isolated Human-Monocvtes 
The ability of the compounds I or the pharmaceutical^ acceptable salts thereof to inhibit 
the production TNF and, consequently, demonstrate their effectiveness for treating disease 
1 0 involving the production of TNF is shown by the following in \/M assay; 

Peripheral blood (100 mis) from human volunteers is collected in 
ethylenediaminetetraacetic acid (EDTA). Mononuclear cells are isolated by FICOLL/Hypaque 
and washed three times in incomplete HBSS. Cells are resuspended in a final concentration of 1 
x 10 6 cells per ml in pre-warmed RPMI (containing 5% FCS, glutamine, pen/step and nystatin). 
15 Monocytes are plated as 1 x 10 6 cells in 1.0 ml in 24-well plates. The cells are incubated at 37°C 
(5% carbon dioxide) and allowed to adhere to the plates for 2 hours, after which time non- 
adherent cells are removed by gentle washing. Test compounds (10ml) are then added to the 
cells at 3-4 concentrations each and incubated for 1 hour. LPS (10ml) is added to appropriate 
wells. Plates are incubated overnight (18 hrs) at 37°C. At the end of the incubation period TNF 
20 was analyzed by a sandwich ELISA (R&D Quantikine Kit). ICgo determinations are made for 
each compound based on linear regression analysis. 

Mass spectra were determined by the GC-MS, AMPI, APCI or thermospray method. 
All 1 H NMR were taken on a 400 MHz instrument 

PREPARATION 1 

25 2-(4.Fluoro-phenoxy^nic otinfc acid 

To a stirred solution of 4-fluorophenol (5.0 grams, 44.6 mmole) in dimethylformamide 
(40 ml) at room temperature was added 60% sodium hydride (3.6 grams, 89.0 mmole) 
portionwise and stirred for 30 minutes. 2-Chloronicotinic acid (7.1 grams, 45.0 mmole) was 
added portionwise and the mixture was refluxed for 3 hours. The solution was poured into 

30 300 ml water and washed with diethyl ether. The aqueous was poured into 400 ml ice/water 
and acidified to pH 3 with acetic acid. The resulting precipitate was isolated by filtration to give 
an off-white solid (5.2 g). M.P. 18Q-182°C; MW 233.21; MS (m/e) 234 (M + +1). 

The compounds of Preparation 2-5 were prepared according to the procedure of 
Preparation 1 substituting the corresponding alcohol for 4-fluorophenol. The duration of 

35 reaction was between 1 and 24 hours. 

PREPARATIONS 
2-{3.Fluoro-Dhenoxvl-nicotinic acid 

MW 233.21; MS (m/e) 233 (M + ). 
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5 PREPARATION 3 

242.4-dffluoro-phenoxvl-nlcotinic acid 
MW 251.19; MS (m/e) 252 (M*+1). 

P REP ARATI O N 4 
2-{3-chlpro-phgnoxy)-nicotin8c acid 

10 MW 249.65; MS (m/e) 250 (M*+1). 

PREPARATION 5 
2-f3-MBthoxv -phenoxvl-nicotlnic acid 
MW 245.23; MS (m/e) 261 (M*+18). 

PREPARATION 6 

15 2-fnvrldln.3-vloxv)-nicotinlc acid 

A solution of 2-(Pyridin-3-yloxy)-niootinic acid ethyl ester (0.419 grams, 1.71 mmole) 
in ethanol (10 ml) and 1 N sodium hydroxide (4 ml) was refluxed for 4 hours. The mixture was 
poured into 100 ml water, acidified to pH 4 with 1 U hydrochloric acid and concentrated to 
dryness to give a solid (0.643 g). MW 216.21; MS (m/e) 217 (M*+1). 
20 The compounds of Preparations 7-22 were prepared according to the procedure of 

Preparation 6 substituting the corresponding ester for 2-(Pyridin-3-yloxy)-nicotinic acid ethyl 
ester. The duration of reaction was between 1 and 24 hours. 

PREPARATION 7 
2^S-Chloro-pvridln-3.yloxy)-nicotinicacid 
25 MW 250.65; MS (m/e) 251 (M + +1 ). 

PREPARATION 8 
2-<3-Nltro.phenoxvt-nlcotinlc acid 
M.P. 172-174°C; MW260; MS (m/e) 261 (M + +1) Anal, calcd. for C 12 H 8 N 2 O s : C, 55.39; 
H, 3.10; N, 10.77. Found: C, 54.71; H, 3.15; N, 10.65. 

30 PREPARA TI O N 9 

2-f3-Cvano-phenoxy)-nicotin8c acid 

M.P. 220-222°C; MW 240.22; MS (m/e) 240 (M*). 

PREPARATION 10 
2^3.Dimethvlamino-phenoxvl-nicotinlcacld 
35 MW 258.27; MS (m/e) 259 (M*+1 ). 

PREPARATION 11 
2-(3-Acetvlamlno-phenoxvl-nicotinicacld 
M.P. 273-275°C; MW 272.26; MS (m/e) 273 (M + +1). 
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5 PREPARATION 12 

2.{1H.lndol-4-vtoxvl-nicotinic acid 

MW 254; MS (m/e) 255 (M + +1). 

PREPARATION 13 
2.(3.Trifluoromethvl-phenoxvl-nlcotinic acid 
10 M.P. 148-1 50°C; MW 283.05; Anal, calcd. for C 13 H„N0 3 F 3 : C, 55.10; H, 2.85; N, 4.95. 

Found: C, 54.71; H, 2.51 ; N, 4.83. 

PREPARATION 14 
^.Tetrazol-l-vl-phenoxvl-nicotinic acid 
M.P. 185-188°C; MW 283.2; MS (m/e) 282 (M + -1). 
15 PREPARATION 15 

2-(?-Mfithylsulfanvl-phenoxv>.nicotinic acid 

MW 261.302; MS (m/e) 262 (M*+1). 

PREPARATION 16 
243-AcBtvl-phenoxvt-nlcotlnlc acid 

20 MW 257.248; MS (m/e) 256 (M*-1 ). 

PREPARATION 17 
7.f 1 t.TrifluorDmethoxv-phenoxv>-nicotlnic acid 

MW 299.208; MS (m/e) 300 (M*+1). 

PREPARATION 18 

25 2-<3.4-dlfluoro -phenoxvl-nicotinlc acid 

MW 251.20; MS (m/e) 251 (M*). 

PREPARATION 19 

2-ft.5-difltioro-phenoxv)-nicotinic acid 
MW 251.20; MS (m/e) 252 (M*+1). 
30 PREPARATION 20 

2.J3-Fluoro-pht >noxy)-nlcotinlc acid 

M.P. 135-137°C; Anal, calcd. for C 12 H 8 N0 3 F: C, 61.79; H, 3.46; N, 6.01. Found: C. 
61.51; H, 3.69; N, 5.78. 

PREPARATION 21 

35 2-jBenzori .sidloxol-S-vloxvl-nlcotinic acid 

M.P. 162-164°C; *H NMR (DMSO-d 6 ) d 6.0 (2H, s), 6.5-8.3 (6 H, m). 
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5 PREPARATION 22 

2.(3.Dimethvlca rhamo vi-phen oxv)-N-f4.(l.hvdroxv-1-methvl-gthvn-benzvn- 
nicotinlc acid 

1 H NMR (DMSO-d 6 ) d 2.88 (3H, s), 2.93 (3H, s), 7.08 (4H, m), 7.42 (1H, m), 8.22 (2 

H,m). 

10 PREPARATION 23 

2. (pyridin-3-yloy yVnlcQtlnic acid ethvl ester 

A solution 2-Chloro-nicotinic acid ethyl ester (0.53 grams. 2.85 mmole), cesium 
carbonate (2.326 grams, 6.73 mmole) and Pyridin-3-ol (0.271 grams, 2.85 mmole) in 
dimethylformamide (20 ml) was heated to 65°C for 10 hours. The mixture was diluted with 
15 300 ml water and extracted with ethyl acetate. The combined extracts were washed with 
water and brine, dried over Na 2 S0 4 , filtered, and concentrated to an oil (0.55 g). MW 244.25; 
MS (m/e) 244 (M*). 

The compounds of Preparations 24-43 were prepared according to the procedure of 
Preparation 23 substituting the corresponding alcohol for Pyridin-3-ol. The duration of reaction 
20 was between 1 and 24 hours. 

PREPARATION 24 
2-fS-Chloro-pyridin-3.vlox yVnicotlnic acid ethvl ester 

A solution of 2-Chloro-nicotinic acid ethyl ester (2.07 grams, 11.2 mmole), Cesium 
carbonate (7.27 grams, 22.3 mmole) and 5-chloro-3-pyridinol (1.45 grams, 11.2 mmole) in dry 
25 dimethylformamide (40 ml) was stirred at 90°C overnight The suspension was cooled to 
room temperature, poured into water and extracted with diethyl ether. The combined 
otganics were washed with water and brine, dried over MgS0 4 , and concentrated to a tan 
solid. Recrystalization from hexane gave a yellow solid (1.0 g). M.P. 65-69'C; Anal, calcd. for 
CsHnCINA: C, 56.03; H, 3.98; N, 10.05. Found: C, 56.14; H, 4.04; N, 10.16. 
30 MW 278.72; MS (m/e) 279 (M*+1). 

PREPARATION 25 
7 4VNitrn.phenoxvl -nicotinic acid ethvl ester 

M.P. 70-72°C; MW 288.26; MS (m/e) 289 (M + +1). 

PREPARATION 26 
35 2-f3.CYano-p henoxvl.nicoHnlfi acid ethvl ester 

MW268; 'H NMR (CDCI 3 ) d 1.4 (3H, t). 4.39 (2 H. q), 7.12-8.4 (7 H, m). 

PREPARATION 27 
?-/3.Dimethvla m ino. P henoxv\-nicotinic acid ethvl ester 

MW 286.33; MS (m/e) 287 (M*+1). 
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5 P REP A RA TION 3 8 

2-J4-Cvano-phenoxvl-nicotlnlc acid ethvl ester 

MW268; MS (m/e) 268 (M*). 

PREPARATION 29 
2-(3-Acetvlamino-Dhenoxv>.nicotinic acid ethyl ester 
10 MW 300.32; MS (m/e) 301 (M + +1). 

PREPARATION 3Q 
2-(3-chloro-phenoxvl-nicotinlc acid ethyl eater 
MW 277.71; MS (m/e) 278 (M + +1). 

PREPARATION 31 

15 2-f1H-lndol-4-yloxyl-nico«nic acid ethyl ester 

MW282; 'H NMR (DMSO-d 6 ) d 5.9 (1H, s), 6.4-8.4 (7 H, m), 11.20 (1 H, bs). 

PREPARATION 32 
2-<3-Trifluoromethvl-DhenoxyUnicotinic acid ethyl ester 
M.P. 46-48°C; MW311; MS (m/e) 312 (M + +1). 
20 PREPARATION 33 

2-tt-TetrazoM-vl-Dhenoxy)-nlcotinlc acid ethyl ester 
M.P. 1 00-1 02°C; MW 311.27; MS (m/e) 312 (M*+1). 

PREPARATION 34 
2-(3-Methvlsulfanvl-phenoxy>-nlcotlnic acid ethyl ester 
25 MW 289.356; MS (m/e) 290 (M + +1). 

PREPARATION 35 
2-(3-Acetvl-Dhenoxv1-nlcotinic acid ethvl ester 
MW 285.302; MS (m/e) 286 (M*+1). 

PREPARATION 36 

30 2-(3-Trifluoromethoxv-Dhenoxv>-nicotini c acid ethvl ester 

MW 327.262; MS (m/e) 328 (M + +1). 

PREPARATION 37 
2-f3.4-difluoro-Dhenoxvynlcotlnic acid ethyl ester 
MW 279.26; MS (m/e) 279 (M*). 
35 PREPARATION 38 

2-f3.S-difluoro.phenoxvl-nicotinic acid ethvl ester 
MW 279.26; MS (m/e) 279 (M*). 
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5 PREPARATION 38 

2-(3-Fluoro-phenoxv)-nlcotinlc acid ethvl ester 

MW261.26 MS (m/e) 262 (M*). 

PREPARATION 40 
2-f3-Cvano-4-fluoro-Dhenoxv>-nicotini c acid ethyl ester 

10 MW 286.28 MS (m/e) 286 (M + ). 

PREPARATION 41 
2-(Benzof1.31dioxol.S.vloxv^icotinic a cid ethvl ester 
MW 287, 'H NMR (DMSO-d 6 ) d 1.2 (3H, t), 4.30 (2 H. q), 6.0 (2 H, s), 6.5-8.4 (6 H. 

m). 

15 PREPARATION 42 

243-Dlmethvlcarbamovl-phenoxv)-nlcotini c acid ethyl ester 
1 H NMR (CDCL 3 ) d 1.36 (3H, t), 3.00 (3H, s), 3.07 (3H, s), 4.38 (2H, q). 7.06 (1H, m), 
7.19 (1H, m), 7.24 (2 H, m), 7.42 (1H, m), 8.24 (2 H, dd). 

PREPARATION 43 

20 2-f3-Formvl-phenoxv>-nicotinic acid ethvl ester 

MW271.29 MS (m/e) 271 (M*). 

PREPARATION 44 
2-Chloro-nicotinic acid ethyl ester 

To a solution 2-Chlbro-nicotinic acid (12.5 g) in Ethanol (250 ml) was added thionyl 
25 chloride (5.77 ml) dropwise and refluxed for 1.5 hours. The mixture was concentrated to 
remove ethanol and diluted with 300 ml water. Solid sodium bicarbonate was added to adjust 
the solution to pH 8.0. This was extracted with ethyl acetate, wahed with water, saturated 
bicarbonate solution, water and brine, dried over Na 2 S0 4 , filtered and concentrated to a yellow 
liquid (10.0 g). MW 185.61; MS (m/e) 185 (hit). 
30 PREPARATION 45 

2-(4-Cvano-phenoxvl-nlcotinlc acid 
A solution of 2-(4-Cyano-phenoxy)-nicotinic acid methyl ester (0.200 grams, 0.787 
mmole) in tetrahydrofuran (3 ml) and 1 M LiOH«H 2 0 (1.97 ml) was stirred over night The 
mixture was diluted with 25 ml water, acidified to pH 1with 2 N hydrochloric acid and filtered to 
35 give a white solid (0.144 g). MW 240; 1 H NMR (DMSO-d 6 ) d 7.2 (3H, m), 7.90 (2 H, m), 8.35 (2 
H, m), 13.5 (1 H, bs). 

The compounds of Preparations 46 was prepared according to the procedure of 
Preparation 45 substituting the corresponding ester for 2-(4-Cyano-phenoxy)-nicotinic acid 
methyl ester. The duration of reaction was between 1 and 24 hours. 
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5 PREPARATION 46 

2-<3-Cvano-4-fluoro-Dhenoxy^-ni cot»nic acid 

MW 258.22 MS (m/e) 258, 257 (M* ). 

Preparation 47 
2-(4-aminomethvl-ohenvlloroDan-2-nl 

10 To a stirred solution of 4-(1-hydroxy-1-methyl-ethyl)-benzonitrile (20.9 g, 0.13 mol.) in 

dry tetrahydrofuran (300 mL) at 0°C was added slowly dropwise 1.0M lithium aluminium 
hydride in tetrahydrofuran (388 mL, 0.39 mol.). The mixture was refluxed for 30 min. then 
cooled to 0°C and quenched with methanol (50 mL) added slowly dropwise. The mixture was 
concentrated in vacuo to half volume and diluted with chloroform (1200 mL) then washed with 

15 water (300 mL). The resulting suspension was filtered through Celite and the filtrate layers 
seperated. The organic extract was dried (MgS0 4 ) and concentrated to give 16.2g as a light 
yellow solid mp 64-6°C. NMR (CDCI 3 ): 7.45 (d, 2H), 7.26 (d, 2H), 3.83 (s, 2H). 1.57 (s, 6H). 
GC-MS (m/e, %): 164 (M + , 15), 150 (80), 132 (75), 106 (100). 

PREPARATION 48 

20 2-f4-Cvano-phenoxv)-nlcotlnic acid methyl ester 

A solution of 2-(4-Cyano-phenoxy)-nicotinic acid ethyl ester (0.90 grams, 2.44 
mmole) in methanol (10 ml) and potassium carbonate (1.01 grams, 7.33 mmole) was refluxed 
for 20 minutes. The mixture was diluted with 100 ml water, acidified to pH 1 and filtered to 
give a solid (0.200 g). MW 254; MS (m/e) 254 (M*). 
25 PREPARATION 49 

2-(3-ChlQrQ-phgnoxy)-niCQtinamidg 

A solution of 2-(3-Chloro-phenoxy)-nicotinonitrile (7.81 grams, 33.9 mmole), 3% 
hydrogen peroxide (190 ml, 169 mmole) and 50 % potassium hydroxide (380 ml, 3.39 mmole) 
in ethanol (100 ml) was stirred at 70° C over night The mixture was concentrated to 250 ml 
30 and cooled to 0°C. A solid was isolated by filtration, dissolved in ethyl acetate, dired over 
magnesium sulfate and concentrated to a white solid (6.51 g). M.P. 225-228°C; MW 248.67; 
MS(m/e)250(MV|). 

PREPARATION 50 
243-Chloro-Dhenoxv^nicotlnQnitHle 

35 A solution 2-Chloro-nicotinonitrile (5.0 grams, 36.1 mmole), cesium carbonate (23.5 

grams, 72.2 mmole) and 3-chlorophenol (4.65 grams, 36.1 mmole) in dimethylformamide (100 
ml) was heated to 80 6 C over night. The mixture was cooled and poured into 500 ml water and 
extracted with diethyl ether. The combined extracts were washed with water and brine, dried 
over MgS0 4f filtered, and concentrated to a white solid (8.21 g). M.P. 88-90°C; Anal, calcd. 



40 for C 12 H 7 N 2 OCI: C, 62.49; H t 3.06; N, 12.15. Found: C, 62.43; H, 3.00; N, 12.13. 
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5 PREPARATION 51 

2^4-Fluoro-phenoxvU)vridin-3-vlamlne 

To a solution 2-(4-Fluoro-phenoxy)-3-nitro-pyridine (3.00 grams, 12.81 mmole) in 
ethyl acetate (100 ml) was added 10% palladium on carbon ( 0.600 g). This was shaken 
under 50 psi hydrogen for 1 hour. The catalyst was removed by filtration, and the solution was 
10 concentrated to give a white solid (2.49 g). MP. 92-94°C; MW 204.20; MS (m/e) 204 (M + ). 

The compound of Preparation 10a was prepared according to the procedure of 
Preparation 10 substituting the corresponding nitro for 2-(4-Fluoro-phenoxy)-3-nitro-pyridine. 
The duration of reaction was between 1 and 24 hours. 

PREPARATION 52 
15 ?-(Pyridin-3-ylPXY)-PYri<<in-3-yi9mln^ 
MW187; MS (m/e) 188 (M + +1). 

PREPARATION 53 
?-(4-F|gQrQ>phenQxy)-3-nitrp"PvrMinc 

A solution 2-Chloro-3-nitro-pyridine (5.0 grams, 31.54 mmole), cesium carbonate 
20 (25.7 grams, 78.85 mmole) and 4-fluorophenol (3.6 grams, 34.69 mmole) in 
dimethylformamide (85 ml) was stirred for 2 hours at room temperature. The mixture was 
diluted with 250 ml water and extracted with ethyl acetate. The combined extracts were 
washed with 1 U NaOH, water and brine, dried over Na 2 S0 4 , filtered, and concentrated to a 
yellow solid (7.16 g). M.P. 87-89°C; MW 234.1; MS (m/e) 234 (M + ). 
25 The compound of Preparation 54 was prepared according to the procedure of 

Preparation 53 substituting the corresponding alcohol for 4-fluorophenol. The duration of 
reaction was between 1 and 24 hours. 

PREPARATION 54 
?-(Pyrldln-3"ylQyY}-3-nltro-PYridlng 

30 MW217.186; MS (m/e) 218 (M*+1). 

PREPARATION 55 
2^3-Chloro-phenoxy)-pyridine-3^arbaldehyde 

To a solution of methyl sulfoxide (0.23 ml, 3.3 mmole) and methylene chloride (10 ml) 
at -70°C was added oxalyl chloride (0.20 ml, 2.3 mmole) dropwise over 5 minutes and stirred 

35 for 1 hour. A solution of [2-(3-Chloro-phenoxy)-pyridin-3-yl]-methanol (0.39 grams, 1.7 
mmole) in methylene chloride (10 ml) was added to the stirring mixture dropwise and stirred at 
- 70°C for 1 hour. It was warmed to - 35°C for 15 minutes and cooled down to - 70°C at which 
time triethylamine (1.15 ml, 8.3 mmole) was added and the mixture was warmed to 0°C. The 
mixture was diluted with 20 ml methylene chloride and washed with saturated sodium 

40 hydrogencarbonate and brine, dried over Na 2 S0 4 , filtered, and concentrated to an orange oil 
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5 which was which was purified by chromatography on silica gel eluting with 1/3 ethyl acetate/ 
hexane to give a yellow oil (0.180 g). MW 233.65; MS (m/e) 234 (M + +1). 

The compound of Preparation 56 was prepared according to the procedure of 
Preparation 55 substituting the corresponding alcohol for [2-(3-Chloro-phenoxy)-pyridin-3-yl]- 
methanol. The duration of reaction was between 1 and 24 hours. 

10 P R EPA RA TIO N S6 

2^Pvridin-3-vloxv^Dvridine-3-c arbaldehydQ 

MW 200.20; MS (m/e) 201 (M + +1), 

PREPARATION 57 
r2-f3-Chloro-phenoxvWpvridin-3-vn>methanol 

15 To a solution of 2-(3-Chloro-phenoxy)-nicotinic acid ethyl ester (0.5 g) and 

tetrahydrofuran (10 ml) at 0°C was added lithium aluminum hydride (0.4 g) in two portions 
and stirred for 30 minutes. The solution was allowed to warm to room temperature and stirred 
over night. The mixture was quenched with 1 H sodium hydroxide (0.5 ml) and diluted with 
water. The mixture was filtered through celite which was washed with ethyl acetate to extract 
20 the product. The combined extracts were washed with water and brine, dried over MgS0 4l 
filtered, and concentrated to an oil (0.39 g). MW 235.67; MS (m/e) 236 (M + +1). 

The compound of Preparation 58 was prepared according to the procedure of 
Preparation 57 substituting the corresponding ester for 2-(3-Chloro-phenoxy)-nicotinic acid 
ethyl ester. The duration of reaction was between 1 and 24 hours. 
25 PREPARATION S8 

[2-(Pynd|n-3-ylQxy)-pyr!dlP-3>yl]- meth 9 n o l 
MW 202.21; MS (m/e) 203 (M + +1). 

PREPARATION 59 
3-TetrazoM-yl-phenol 

30 To a solution 1-(3-Benzyloxy-phenyl)-1H-tetrazole (0.640 grams, 2.54 mmole) in 

ethanol (15 ml) was added 10% palladium on carbon ( -0.100 g). This was stirred under 
hydrogen balloon over night. The catalyst was removed by filtration, and the solution was 
concentrated to give a white solid (0.364 g). M.P. 171-172°C; MW 162.12; MS (m/e) 163 
(M + +1). 

35 PREPARATION 60 

1-f3-Pgn?;ylp?ff-phenylHH^tra?;ple 

To a solution of 3-Benzyloxy-phenylamine (1.50 grams, 7.53 mmole) and acetic acid 
(15 ml) at 70°C was added a solution of ethyl orthofbrmate (1.1 16g, 7.53 mmole) in acetic 
acid (4 ml) and stirred for 4 hours. To the solution was added sodium azide (1.468g, 22.6 
40 mmole) in two portions and stirred for 20 hours at 70 °C. The mixture was extracted with ethyl 
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5 acetate. The combined extracts were washed with saturated sodium hydrogencarbonate and 
brine, dried over Na 2 S0 4 , filtered, and concentrated. The product was purified via flash 
chromatography on silica using 3/1 hexane/ ethyl acetate as eluent to give white crystals 
(0.650 g). M.P. 85-86°C; MW 252.25; MS (m/e) 252.8 (M*). 

PREPARATION $1 
10 3-Methvlsulfanyl-phenol 

To a solution of acetic acid (200 ml) was cooled to - 50°C was bubbled in HBr gas (20 
g). m-Methoxyphenylmethylsulfide (20 grams, 130 mmole) and 48% aqueous HBr (10 ml) 
was added and the mixture was refluxed for 3 hours. The acetic acid was removed, and the 
oil was poured into 150 ml ice water.lt was extracted with diethyl ether. The combined extracts 
15 were washed with 15% KOH t and the agueous was acidified with concentrated hydrochloric 
acid and extracted with diethyl ether. The combined extracts weredried over Na 2 S0 4 , filtered, 
and concentrated to an oil (11.5 g). MW 140.205; MS (m/e) 141 (M*+1). 

PREPARATION « 
1-Methoxv-3-methvlsulfanvUbenzene 

20 To a suspension of magnesium (7.2 grams, 296 mmole) and iodine (100 ml) in diethyl 

ether (250 ml) m-Bromoanisole (47.0 grams, 250 mmole) was added slowly with spontaneous 
refluxing. Methyl disulfide (16.0 grams, 160 mmole) was added and stirred for 1 hour. A 
solution of water (100 ml) and concentrated hydrochloric add ( 30 ml) was added as the 
mixture was being cooled. The layers were separated and the aqueous was extracted with 

25 diethyl ether. The combined extracts were dried over MgS0 4 , filtered and concentrated to an 
oil which was purified by distilation (20 mm Hg) at 130-135°C. (23.5 g). 

PREPARATION 63 
2-fPvridin-3-v1methoxYUiicotinic acid ethyl ester 
To a solution of Pyridin-3-yl-methanol (0.59 grams, 5.4 mmole) in dimethylformamide 

30 (20 ml) sodium hydride (0.259 grams, 6.5 mmole) was added and stirred for 30 minutes. 2- 
Chloro-nicotinic acid ethyl ester (1.0 grams, 5.4 mmole) was added via syringe and stirred at 
room temperature over night. The mixture was diluted with water (150 ml) and extracted by 
diethyl ether and ethyl acetate. The combined extracts were washed with 1Jsl NaOH, water 
and brine, dried over Na 2 S0 4 , filtered, and concentrated to an oil (1.3 g). MW 258.28; MS 

35 (m/e)259(M + +1). 

PREPARATION 64 
2>f3-IVIethoxvcarbonvl-DhenoxvUnicotlnic acid 
To a solution 2-(3-Methoxycarbonyl-phenoxy)-nicotinic acid benzyl ester (1.1 g) in 

m ethanol (15 ml) and ethyl acetate (15 ml) was added 10% pall adium on carbon ( 0.2 g). This 

40 was shaken under 30 psi hydrogen for 2 hours. The catalyst was removed by filtration, and 
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5 the solution was concentrated to give a solid which was triturated in methylene chloride/ 
hexane to give a white solid (0.630 g). MW 273.26; MS (m/e) 274 (M + +1). 

PREPARATION 65 
2-f3-IVIethoxvcarbonvl-phenoxvUnlcotinlc acid benzyl ester 
Into a solution of 2-(3-lodo-phenoxy)-nicotinic acid benzyl ester (1.7 grams, 3.94 
10 mmole), dppf (0.131 grams, 0.24 mmole), Pd(OAc) 2 (0.027 grams, 0.12 mmole) and 
triethylamine (0.797 grams, 7.9 mmole) in methanol (10 ml) was bubbled in carbon monoxide 
gas for 5 minutes. The mixture was heated to 60°C for 4 hours, poured into 200 ml water, and 
extracted with diethyl ether. The combined extracts were washed with water and brine, dried 
over MgS0 4 , filtered, and concentrated to an oil which was purified via flash chromatography 
15 on silica using 25% ethyl acetate/ hexane as eluent (1.2 g). MW 363.39; MS (m/e) 364 
(M*+1). 

PREPARATION 66 

2-(3-lodo-Phenoxv)-nicotinic acid bSBZ^l *ffor 
A solution 2-Chloro-nicotinic acid benzyl ester (1.7 grams, 6.86 mmole), cesium 
20 carbonate (4.5 grams, 13.7 mmole) and 3-iodophenol (1.7 grams, 7.54 mmole) in 
dimethylformamide (20 ml) was stirred for 2 hours at 70-80°C. The mixture was poured into 
150 ml water and extracted with diethyl ether. The combined extracts were washed with 
water and brine, dried over MgS0 4 , filtered, and concentrated to an oil which was purified via 
flash chromatography on silica using 30% ethyl acetate/ hexane as eluent (2.32 g). MW 
25 431 .24; MS (m/e) 432 (M + +1 ). 

PREPARATION 67 
2-Chloro-nicotinic acid benzyl ester 

A solution 2-Chloro-nicotinic acid (3.0 grams, 19.0 mmole), potassium carbonate (6.5 
grams, 48.0 mmole) and benzyl bromide (2.8 ml, 24.0 mmole) in dimethylformamide (20 ml) 
30 was stirred at room temperature over night. The mixture was poured into 200 ml water and 
extracted with diethyl ether. The combined extracts were washed with water and brine, dried 
over MgS0 4 , filtered, and concentrated to an oil which was purified via flash chromatography 
on silica using 10% ethyl acetate/ hexane as eluent (2.8 g). MW 247.69; MS (m/e) 247 (M + ). 

PREPARATION 68 

35 C-f5-Chloro-furan-2.yiymethylaminA 

To a solution of 5-Chloro-furan-2-carbaldehyde oxime (1.38 grams, 9.5 mmole) in 
tetrahydrofuran (30 ml) was added dropwise 1.0 M lithium aluminum hydride (21 ml, 21 
mmole) and refluxed for 30 minutes. The mixture was cooled to 0°C and quenched with 5 ml 
methanol and 5 ml saturated NH 4 CI. The mixture was poured into 150 ml water and extracted 
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5 with diethyl ether. The combined extracts were washed with water and brine, dried over 
MgS0 4l filtered, and concentrated to an oil (0.403 g). MW 131.57; MS (m/e) 130/131 (M* ). 

The compounds of Preparations 69-71 were prepared according to the procedure of 
Preparation 68 substituting the corresponding oxime for 5-Chloro-furan-2-carbaldehyde oxime. 
The duration of reaction was between 30 minutes and 24 hours. 

10 PREPARATION 69 

C-f5-Methvl-furan-2-vn-methvlamine 
MW 111.16; MS (m/e) 111 (M + ). 

PREPARATION 70 
C-f4-Chloro-thioDhen-2-v».methylamlnB 

15 MW 147.64. 

PREPARATION 71 

c-Thtaol-2-vl-methylamine 

MW 114.19. 

PREPARATION 72 

20 S-Chloro-furan-2-carbalde hyde oxime 

To a solution 5-Chloro-furan-2-carbaldehyde (1.3 grams, 9.96 mmole) and NaOAc 
(1.8 grams, 21.9 mmole) in methylene chloride (30 ml) and water (30 ml) was added 
NH 2 OH»HCI (0.761 grams, 10.96 mmole) and stirred at room temperature over night. The 
mixture was poured into 150 ml water and extracted with diethyl ether. The combined 
25 extracts were washed with water and brine, dried over MgS0 4l filtered, and concentrated to a 
solid (1.38 g). MW 145.55; MS (m/e) 145/147 (M* ). 

The compounds of Preparations 73-75 were prepared according to the procedure of 
Preparation 72 substituting the corresponding aldehyde for 5-Chloro-furan-2-carbaldehyde. 
The duration of reaction was between 1 and 24 hours. 
30 PREPARATION 73 

S-Methvl-furan-2-carbaldehyde oxime 
Mixture of E/Z isomers; MW 125.11; 'H NMR (CDCI 3 ) d 2.32 (3H, s), 6.03 (1 H, d), 
6.12 (1 H, d), 6.0 (2 H, s), 6.48 (1 H, d), 7.22 (1 H, d), 7.42 (1 H, s), 7.91 (1 H, s). 

PREPARATION 74 

35 4-Chloro-thiQDhene-2.carbaldehyde oxime 

MW161.62. 

PREPARATION 75 
Thlazole-2-carbaldehvde oxime 

MW 128.17. 
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5 PREPARATION 76 

S-Chloro-furan^arbaldehyda 

A solution of 5-Nitro-furan-2-carbaldehyde (14.1 g,) in concentrated hydrochloric acid 
(60 ml) was steam distilled until -150 ml liquid was collected. The mixture was poured into 
150 ml water and extracted with diethyl ether. The combined extracts were washed with 
10 saturated NaHC0 3 , water and brine, dried over MgS0 4l filtered, and concentrated to an oil 
which was purified via flash chromatography on silica using 20% ethyl acetate/ hexane as 
eluent to give a white solid (1.3 g). MW 130.53; MS (m/e) 129/131 (M + +1 ). 

PREPARATION 77 
2.4.6-Triffuoro-benzvlamine 
15 A solution of 2-Bromomethyl-1,3,5-trifluoro-benzene (2.0 g,8.9 mmole) and HMTA (3.1 

grams, 22.2 mmole) in chloroform (35 ml) was refluxed for 18 hours. A resulting precipitate 
was isolated by filtration and taken up into methanol (10 ml), water (5 ml) and concentrated 
hydrochloric acid (5 ml) and refluxed for 4 hours. The mixture was poured into 200 ml water 
and washed with diethyl ether. The aqueous was basified with 5 H sodium hydroxide and 
20 extracted with diethyl ether. The combined extracts were washed with water and brine, dried 
over MgS0 4 , filtered, and concentrated to an oil which solidified on standing (132 g). MW 
161.14; MS (m/e) 145 (M + -NH 2 ). 

The compounds of Preparation 78-79 were prepared according to the procedure of 
Preparation 77 substituting the corresponding halide for 2-Bromomethyl-1,3 l 5-trifluqro- 
25 benzene. The duration of reaction was between 1 and 24 hours. 

PREPARATION 78 
C-(5-Chloro-thlODhen-2-vi^>methvlamine 
MW 147.64; MS (m/e) 147 (M*). 

P R E PARAT IO N 79 

30 C-f3.5-Dichloro-thlophen-2-vh-methylamine 

MW 182.08; MS (m/e) 181-186 (M + ). 

PREPARATION Sfl 
C-(3.4-Dlchloro>thiophen-2-yiym ethylam8ne 

To a solution 3,4-Dichloro-thiophene-2-carboxylic acid amide (0.640 grams, 3.3 
35 mmole) in tetrahydrofuran (20 ml) was added dropwise 1.0 M lithium aluminum hydride (7 ml, 
7 mmole) and stirred at room temperature for 30 minutes. The mixture was cooled to 0°C and 
quenched with 3 ml methanol and 5 ml saturated NH 4 CI added dropwise. The mixture was 
poured into 100 ml water and extracted with diethyl ether. This was then filtered through 
celite. The combined extracts were washed with water and brine, dried over MgS0 4l filtered, 
40 and concentrated to an oil which was purified via flash chromatography on silica using 5% 
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5 methanol/ methylene chloride as eluent to give an oil (0.335 g). MW 182.08; 1 H NMR (CDCI 3 ) 
d 4.01 (2H, s), 7.09 (1 H, s). 

The compounds of Preparations 81-88 were prepared according to the procedure of 
Preparation 80 substituting the corresponding amide for 3,4-Dichloro-thiophene-2-carboxylic 
acid amide. The duration of reaction was between 30 minutes and 24 hours. 
10 PREPARATION 81 

C-<3-Chloro-thiophen-2-vn-methvlamlne 
MW 147.64; 1 H NMR (CDCy d 3.99 (2H, s), 6.86 (1 H, d), 7.16 (1 H, d). 

PREPARATION 82 
C-Benzorb1thtophen.2-vl.mflthylamln«> 
15 MW 163.26; MS (m/e) 163 (M + ). 

PREPARATION 83 
C-f5-Trifluoromethvl-thlophen-2-vh-m ethvlamlne 

MW 181.20; MS (m/e) 181 (M*). 

PREPARATION 84 

20 2-f5-Aminomethvl-thlophen-2-vn.Dropan-2.ol 

MW 171.29. 

PREPARATION 85 
245-Aminomethvl-3-chloro-thlophen-2-y h^roDan-2-ol 

MW 205.73; 'H NMR (CDCI 3 ) d 1.69 (6H, s), 3.92 (2 H, s), 6.69 (1 H, s). 
25 PREPARATION 86 

2-f5-Aminornethvl.furan-2-vn-propan-2.oI 
MW 155.22; 1 H NMR (CDCI 3 ) d 1.56 (6H, s), 3.77 (2H, s), 6.02 (1H, d), 6.06 (1 H, d). 

PREPARATION 87 
3-f5-Aminomethvl-thiophen-2-vn- P entan.3.ol 
30 MW 199.35; 'H NMR (CDCI 3 ) d 0.85 (6H, t), 1.82 (4H, q), 3.97 (2H, s), 6.67 (1 H, d). 

6.73 (1 H, d). 

PREPARATION 88 
2-f5-AmlnomethvM-chloro-thlophen-2-yM. propan-2.ol 

MW 205.73; 1 H NMR (CDCI 3 ) d 1.60 (6H, s), 3.92 (2H, s), 6.71 (1H, s). 
35 PREPARATION 89 

3.4-Dichloro-thlophene-2.carboxvlic acid amlda 
To a stirred suspension of 3,4-Dichloro-thiophene-2-carboxylic acid (1.0 grams, 5.08 
mmole) in methylene chlroride (20 ml) and dimethylfbrmamide (0.2 ml) was added thionyl 
chloride (1.9 ml, 25.3 mmole) and refluxed for 3 hours. The mixture was concentrated to give 
"4D aTToiirTfieoil was taken up in methylene chloride (15ml), cooled to 0°C and NH 3 gas was " 
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5 bubbled in for 5 minutes and stirred for 20 minutes. The mixture was diluted with methylene 
chloride (150 ml) washed with water and brine, dried over MgS0 4l filtered, and concentrated 
to a solid which was purified via flash chromatography on silica using 2.5 % methanol/ 
methylene chloride as eluent to give a solid which was triturated in methylene chloride to give 
a white solid (0.475 g). MW 196.06; MS (m/e) 195/197 (M + ). 
10 The compounds of Preparations 90-92 were prepared according to the procedure of 

Preparation 89 substituting the corresponding acid for 3,4-Dichloro-thiophene-2-carboxylic 
acid. The duration of reaction was between 1 and 24 hours. 

PREPARATION 90 
3-Chloro-thiophene-2-carboxvlic acid amide 

15 MW 161; MS (m/e) 161/163 (M*). 

PREPARATION 91 
5-Trifluoromethvl-thiophene-2-carbQxvlic acid amide 
MW 195.18; MS (m/e) 196 (M + +1). 

PREPARATION 92 

20 S-(1-Hvdroxv-1>methvl-eth vn-furan-2-carboxvlic acid amide 

MW 169.18; 1 H NMR (DMSO-d 6 ) d 1.40 (6H, s), 5.20 (1H, d) t 6.26 (1H, d), 6.93 (1 H, 
d), 7.24 (1 H, bs), 7.58 (1 H. bs). 

PREPARATION 93 
4-(2.2.2-Trifluoro-ethoxv^benzviamine 

25 To a solution 4-(2,2 l 2-TrifluorD-ethoxy)-benzonitrile (0.5 grams, 2.48 mmole) in 

tetrahydrofuran (10 ml) was added 1.0 M lithium aluminum hydride (6.2 ml, 6.2 mmole) and 
refluxed for 40 minutes. The mixture was cooled to 0°C and quenched with 5 ml methanol 
added dropwise and diluted with saturated NH 4 CI (50 ml). The mixture was extracted with 
diethyl ether. The combined extracts were washed with brine, dried over Na 2 S0 4 , filtered, and 

30 concentrated to an oil which was purified via flash chromatography on silica using 5% 
methanol/ methylene chloride as eluent to give an oil (0.230 g). MW 205.18; MS (m/e) 
206(M*+1). 

The compounds of Preparations 94-106 were prepared according to the procedure of 
Preparation 93 substituting the corresponding nitrile for 4-(2,2,2-Trifluoro-ethoxy)- 
35 benzonitrile. The duration of reaction was between 30 minutes and 24 hours. 
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5 PREPARATION 94 

4-Difluoromethoxy-benzylamine 

MW 173.18; 'H NMR (CDCI 3 ) d 3.85 (2H, s), 6.48 (1H, t), 7.09 (2H, m), 7.30 (2 H, 

m). 

PREPARATION 95 
10 C-(1H-lndol-5.yn.methvlamlne 

MW 146.21; MS (m/e) 146 (M*). 

P REPARATIONS 
5-Fluoro-thipphene-2-{2-methylamlne) 

1 H-NMR (CDCI 3 ): d 6.47 (m, 1H), 6.26 (m, 1H), 3.91 (m, 2H). GC-MS (m/e, %) 131 
15 (M + , 100). 

PREPARATION 97 

4-Amin9m9thyl-2,6-di-t9rt-buty»-ph?n9l 

MW235; MS (m/e) 235 (M*). 

PREPARATION 98 
20 2.3-Djfluoro-benzvlamlne 

MW 143.14. 

PREPARATION 99 

2-(4-Aminomethyl-2-<?hlQrQ-phenyl)-prqpan-2-gi 

MW 199.70; MS (m/e) 199/201 (M + ). 
25 PREPARATION 100 

2-(4-Amlnomethyl-3-chloro-phenyl)-propan-2-ol 

MW 199.70; MS (m/e) 198/200 (M*+1). 

1 H NMR (CDCI3) d 1.54 (6H, s), 3.89 (2H, s), 7.31 (2H. m), 7.48 (1 H, d). 

PREPARATION 101 
30 1-(4-Amlnomethyl-phenyl)-cyclobutanol 
MW 177.27; MS (m/e, %) 177 (M*. 3), 160 (45), 148 (100). 

PREPARATION 102 

1-(4-Aminomethyl-phenyl)-prpp-fryn-1-Ql 

MW 161.22; MS (m/e, %) 160(M + , 15), 115 (20), 106 (100). 

35 PREPARATION 103 

4-(2-Methyl-[1.3]dioxolan-2-yl)-benzylamine 
MW 193.248; MS (m/e) 178 (M*-NH 3 ). 

PREPARATION 104 
C^1.4-Dloxa.spirof4.S]dec-8-vn-methylamlne 
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5 MW 171.241; MS (m/e) 172 (M + +1). 

PREPARATION 105 
I^Amlnomethyl-phenvh-ethanol 

MW 151.21; MS (m/e) 152 (M*+1). 

PREPARATION 106 
10 2^4-Aminomethvl-3-fluoro-phenvn-propan>2-cl 

1 H NMR (CDCI 3 ) d 1.54 (6H, s), 3.89 (2H, s), 7.30 (2H, m), 7.48 (1 H, s). 

Preparation 107 
ii-(l4iydroxY-1-methvl-ethvn-benzonltrile. 
To a stirred solution of 4-cyanoacetophenone (49.5 g, 0.34 mol.) in dry 
15 tetrahydrofuran (400 mL) at -78°C was added dropwise 3.0M methylmagnesium chloride (150 
mL, 0.45 mol.). The mixture was allowed to slowly warm to 0°C over 3.5h then quenched with 
methanol (80 mL) added dropwise. The mixture was poured into water (1000 mL) and 
acidified to pH~3 with oxalic acid then extracted with ethyl acetate (2 X 500mL). The organic 
extracts were combined and washed with water (2 X 100 mL) t brine (100 mL), dried (MgS0 4 ) 
20 then concentrated to give a white residue. Flash Chromatography on Silica Gel eluting with 
20% ethyl acetate/ hexanes yielded 13.5g clear oil which solidified upon standing mp 45-7°C. 

PREPARATION 108 
4^2 r 2.2-Triffuoro^thoxv)- ben2onltrile 
To a solution 4-cyanophenol (5.0 grams, 42.0 mmole) in HMPT (40 ml) was added 
25 sodium hydride (1 .68 grams, 42.0 mmole) and stirred for 1 5 minutes at room temperature. Via 
syringe 2,2,2-trifluoroethyl methane sulphonate (8.98 grams, 50.4 mmole) was added and the 
mixture was stirred at 140°C over night The mixture was cooled to room temperature, diluted 
with 300 ml ice water and 50 ml 2 H hydrochloric acid and extracted with diethyl ether. The 
combined extracts were washed with water, 1U sodium hydroxide and brine, dried over 
30 Na 2 S0 4 , filtered, and concentrated to an oil which was purified via flash chromatography on 
silica using 25% diethyl ether/ hexane as eluent to give an oil (2.68 g). Synthesis 727 (1980). 

PREPARATION 109 
1-(5.ChlQro-thio phen-2-y1)-ethYlamine 
A solution of 1-(5-Chloro-thiophen-2-yl)-ethanone (5.0 grams, 31.0 mmole) in 
35 formamide (6 ml, 150.0 mmole) was stirred at 160°C for 18 hours. The mixture was poured 
into 200 ml and extracted with diethyl ether. The combined extracts were washed with water 
and brine, dried over MgS0 4 , filtered, and concentrated to an oil which was purified via flash 
chromatography on silica using 20% ethyl acetate/ hexane as eluent to give an oil. The oil 
was taken up in 26 ml 6 M NaOH, 20 ml meth an ol and 5 ml tetrahydrofuran and re fluxed for 



40 three hours. The mixture was poured Into 200 ml and extracted with diethyl ether. The 
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5 combined extracts were concentrated to give a dark oil (2.3 g). MW 161.67; MS (m/e) 161 
(M*). 

The compounds of Preparation 110-111 were prepared according to the procedure of 
Preparation 109 substituting the corresponding aldehyde or ketone for 1-(5-Chloro-thiophen- 
2-yl)-ethanone. The duration of reaction was between 30 minutes and 24 hours. 
10 PREPARATION 110 

C.fS.MBthyl.thloDhen-2 -vH-mBthvlamlne 
MW 127.23; MS (m/e) 127 (M*). 

PREPARATION 111 
^■(3-MBthYl.thiophen-2-v»-methvlamine 

15 MW 127.23; MS (m/e) 127 (M*). 

PREPARATION 112 
s.AminomfithyM.3.dihvdro-indol-2-one 

To a solution of 2-Oxo-2,3-dihydro-1H-indole-5-carbonitrile ( 1.3 g) in methanol (30 
ml) was added 10% Pt0 2 ( 0.200 g). This was shaken under 44 psi hydrogen over night. The 
20 catalyst was removed by filtration, and the mixture was dried over Na^O* The solution was 
concentrated to give a yellow solid. (1.1 g). MW 162; MS (m/e) 162 (M + ). 

PREPARATION 113 
2-Oxo-2.3.dihy Hro.1H.lndole-5-carbonltrile 
A solution of 3,3-Dibromo-2-oxo-2,3-dihydro-1H-indole-5-carbonitrile (10.5 grams, 
25 33.3 mmole) and Zn dust (22.0 grams, 338.5 mmole) in acetic acid (250 ml) was stirred at 
room temperature for 45 minutes. The mixture was filtered through celite and concentrated to 
dryness. The resulting oil was diluted with 300 ml water and extracted with ethyl acetate. The 
combined extracts were washed with 1 N sodium hydroxide and brine, dried over MgS0 4 , 
filtered, and concentrated to give a white solid (1.9 g). MW 158. 

30 PREPARATION 114 

3 3.Dlbromo.2.0 Y0.2.3^ihvdro.1H-lndole-5-carbonltr1te 
To a solution of 1H-lndole-5-carbonitrile (5.0 grams, 35.2 mmole) in t-Butanol (300 ml) 
was added pyridinium bromide perbromide (37.5 grams, 105.6 mmole) over 10 minutes and 
stirred at room temperature for 2 hours. The mixture was concentrated to an orange oil. The 
35 resulting oil was diluted with 500 ml water and extracted with ethyl acetate. The combined 
extracts were washed with water and brine, dried over Na 2 S0 4 , filtered, and concentrated to 
give a yellow solid (10.37 g). MW 315.95; MS (m/e) 316 (M + +1). 
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5 P REPARATION 115 

6-Amino-3H-benzooxazo1-2-one 

A solution of 6-Nitro-3H-benzooxazo!-2-one (8.4 grams, 46.0 mmole) and Tin (16.0 g) 

in concentrated hydrochloric acid (100 ml) was stirred at 60°C for 2 hours. The mixture was 

diluted with water, basified to pH 12 and extracted with ethyl acetate. The combined extracts 

10 were dried over Na 2 S0 4 , filtered, and concentrated to give an orange solid (2.45 g). MW 150; 

MS(m/e)151(M + +1). 

PREPARATION 11$ 
6-Nitro-3H-benzooxazol-2-one 

A solution of 3H-Benzooxazot-2-one (10.0 g) in concentrated HN0 3 (100 ml) was 
15 stirred at 40°C. A precipitate formed and the reaction temperature rose. It was cooled below 
50 °C in an ice bath. The mixture was diluted with ice water, and the precipitate was isolated 
by filtration. The product was washed with water to give a white solid. (8.4 g). M.P. 239-241 . 

PREPARATION 117 
5>AminomethyU1H-1ndole-2-carboxy llc acid ethvl ester 
20 A solution of 5-Cyano-1 H-indole-2-carboxylic acid ethyl ester (1.8 grams, 8.4 mmole) 

and Bu 4 N*BH 3 * in methylene chloride (80 ml) was refluxed for 4 hours. The mixture was 
concentrated to a brown oil which was dissolved in 10% hydrochloric acid (50 ml) and refluxed 
for 1 hour. The mixture was extracted with ethyl acetate (discarded) and the pH was 
neutralized. The aqueous was extracted with ethyl acetate. The combined extracts were 
25 dried over Na 2 S0 4l filtered, and concentrated to give a solid. (0.920 g). MW 218.258; MS 
(m/e) 218 (M + ). 

PREPARATION 118 
35-.DUtert>butvl-4- hydroxy>benzonitrile 

A solution of 3,5-Di-tert-butyl-4-hydroxy-benzaldehyde oxime (3.0 grams, 8.4 mmole) 
30 in acetic anhydride (6 ml) was was refluxed for 2 hours. The mixture was cooled to 0°C and 
saturated sodium hydrogencarbonate was added. The mixture was extracted with methylene 
chloride. The combined extracts were washed with saturated NaHC0 3i dried over Na 2 S0 4 , 
filtered, and concentrated to give a solid. This was dissolved in diethyl ether and extracted 
with 1 H sodium hydroxide which was then acidified to pH 1 and extracted with ethyl acetate. 
35 The extract was dried and concentrated to a yellow solid which was recrystalized from ethyl 
acetate/ hexane to give white crystals (1 .05 g). MW 231; MS (m/e) 249 (M + +NH4*). 

PREPARATION 119 
3.5-Di>tert-b utyU-hydroxy-benzaldehvde oxime 

A solution of 3. 5-Di-tert-butvl-4-hvdroxv-benzaldehyde (10.0 grams, 42. 67 mmol e), 

40 NH 2 OH«HCI (14.83 grams, 213.3 mmole) and 40% KOH (80 ml) in methanol (100 ml) was 
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5 stirred at room temperature over the weekend. The mixture was concentrated to remove 
methanol. The aqueous phase was acidified and extracted with ethyl acetate. The combined 
extracts were washed with water and brine dried over Na 2 S0 4 , filtered, and concentrated to 
give a yellow solid. (8.9 g). M.P. 122-124°C; MW 249; MS (m/e) 249 (M 4 ). 

The compound of Preparation 120 was prepared according to the procedure of 
10 Preparation 119 substituting the corresponding aldehyde for 3,5-Di-tert-butyl-4-hydroxy- 
benzaldehyde. The duration of reaction was between 1 and 48 hours. 

PREPARATION 12Q 
4-Hydroxv-3.5-dimethvl-benzaldehvde oxime 

MW165; MS (m/e) 166 (M + +1). 
15 PREPARATION 121 

4-Amlnpmethyl-3,6-tiimethyl-phenol 
A solution of 4-Hydroxy-3,5-dimethyl-benzaldehyde oxime (1.0 grams, 6.06 mmole) in 
acetic acid (30 ml) and Zn dust (4.0 grams, 61.2 mmole) was stirred at ~60°C for 2 hours. 
The mixture was filtered through celite, basified by aqueous ammonium hydroxide and 
20 extracted with chloroform. The combined extracts were dried over MgS0 4 , filtered, and 
concentrated to give a foam (0.90 g). MW 151; MS (m/e) 151 (M + ). 

PREPARATION 122 
1-(2-Chtoro>ph6nyl)-ethane-1.2-dlol 
To a vigrouosly stirred mixture of AD-mix (1.4g) in water (5 ml) and t-butanol (5 ml) at 
25 0°C was added 1-Chloro-2-vinyl-benzene (0.140 grams, 1.0 mmole) and stirred at 0°C for 2 
hours. To the mixture sodium sulfite (15 g) was added and allowed to warm to room 
temperature for 1 hour. The mixture was extracted with methylene chloride. The combined 
extracts were washed with brine, dried over Na 2 S0 4l filtered, and concentrated to give a 
colorless oil (0.190 g). MW 172.61; MS (m/e) 190 (M + +18). 
30 PREPARATION 123 

^ChlorQ-5>f1-hvdroxv-1 -methvl^thvh-thiophene-2-carboxvlic acid amide 
A solution of 4-Chloro-5-(1-hydroxy-1-methyl-ethylHhiophene-2-carboxylic acid 
methyl ester (2.4 g) in condensed NH 3 (20 ml) and methanol (10 ml) was stirred at room 
temperature in a sealed tube for 3 days. The solvent was evaporated to give a solid which was 
35 purified via flash chromatography on silica using 5% methanol/ methylene chloride as eluent 
to give a tan solid. This was triturated in diethyl ether to give a white solid (1 .6 g). MW 219 .71 ; 
MS (m/e) 237 (M* +1 8) 220 (M + +1 ) . 

The compounds of Preparations 124-125 were prepared according to the procedure 
of Pre paration 123 substituting the correspondi ng ester for 4-Chloro-5-(1-hydroxy-1 -methyl- 
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5 ethyl)-thiophene-2-carboxylic acid methyl ester. The duration of reaction was between 1 and 
72 hours. 

PREPARATION 124 
5-(1 -Ethy 1-1 -hvdroxv-DroDvn-thiophene-2-carbQXVIic acid amide 
MW 21 3.33; MS (m/e) 213 (M + ). 
10 PREPARATION 125 

3^hlQro-5-f1-hvdroxv-1-methvl^thy l)-thlophene-2-carboxvlic acid amide 
MW 186.63; 1 H NMR (CDCW d 1.63 (6H, s), 6.85 (1H, s). 

PREPARATION 12S 

4-Chloro-5^1-hydroxv-1-methyl-ethyl)-thiODhene-2-carboxvlic acid methyl ester 
15 To a solution of diisopropyl amine (6 ml, 38.9 mmole) in tetrahydrofuran (1 5 ml) at 0°C 

was added dropwise 2.5 M nBuLi (16 ml) and stirred at 0°C for 10 minutes. The mixture was 
cooled to -78°C and 4-Ch!oro-thiophene-2-carboxylic acid (3.0 grams, 18.5 mmole) in 
tetrahydrofuran (15 ml) was added dropwise and stirred for 20 minutes then acetone (1.6 mL, 
22.2 mmol.) was added and the mixture was allowed to warm to room temperature over 1 
20 hour. The mixture was poured into 200 ml water and extracted with diethyl ether. The 
aqueous was acidified to pH 4 with oxalic acid and extracted with methylene chloride. The 
combined extracts were washed with water dried over MgS0 4 , filtered, and concentrated to a 
solid. This was taken up in diethyl ether (100 ml) and treated with CH 2 N 2 at 0°C. The 
reaction was quenched with acetic acid, diluted with diethyl ether (300 ml) and washed with 
25 saturated NaHC0 3( water, and brine , dried over MgSO<, filtered, and concentrated to give an 
oil which was purified via flash chromatography on silica using 20% ethyl acetate/ hexane as 
eluent to give a solid (2,42 g). MW 234.72; MS (rule) 234/236 (M + +1). 

The compounds of Preparations 127-129 were prepared according to the procedure 
of Preparation 126 substituting the corresponding acid for 4-Chloro-thiophene-2-carboxylic 
30 acid. The duration of reaction was between 1 and 24 hours. 

PREPARATION 127 
5W1>HvdrQxv-1-methyl-ethyl)-furan-2-ca rbQxylic acid amide 
MW 184.21; MS (m/e) 184 (M + ). 

PREPARATION 128 

35 S^1-Ethyl-1-hydroxy-propy l)-thlQDhene-2-carboxvlic acid methvl ester 

MW 228.34; MS (m/e) 228 (M*). 

PREPARATION 128 

3-Chl Q ro-5-(1-hydroxv>1>me thyl>ethvh-thioDhene-2-carboxvlic acid methvl ester 
MW 234.70; 1 H NMR (CDCl,) d 1.62 (6H. s), 3.85 (3H, s), 6.84 (1H, s). 



WO 98/45268 



-80- 



PCT/IB98/00315 



5 PREPARATION 130 

5-Amfno-pentanoic acid ethyl ester 

A solution of 5-Amino-pentanoic acid (1.06 grams, 9.0 mmole) and thionyl chloride 
(20.0 ml) was stirred at room temperature for 2 hours. The solvent was evaporated and 
ethanol (26.5 ml) was added and gently warmed. After 2 hours the solution was concentrated 
10 to give a yellow solid ( 0.580 g). MW 145.22; MS (m/e) 146 (M + +1). 

The compound of Preparations 131 was prepared according to the procedure of 
Preparation 130 substituting the corresponding acid for 5-Amino-pentanoic acid. The 
duration of reaction was between 1 and 24 hours. 

PREPARATION 131 

15 trans-4-Aminomethyl-cyc lohexanecarboxvlic acid ethvl ester 

MW 185.28; MS (m/e) 186 (M + +1). 

PREPARATION 132 
5-(1>Hydroxv-1-methvl-ethyl)-fur an-2-carboxvnc acid methvl ester 

To a solution of diisopropylamine ( 7.6 ml, 54.0 mmole) in tetrahydrofuran (20 ml) at 
20 0°C was added 2.5 M_nButyl lithium ( 22 ml, 54.0 mmole). The mixture was cooled to -78°C 
and a solution of Furan-2-carboxylic acid (3.0 grams, 27.0 mmole) in tetrahydrofuran (20 ml) 
was added dropwise and stirred for 20 minutes and acetone (2.4 ml, 32.0 mmole) was added. 
The mixture was stirred at -78°C for 10 minutes and allowed to warm to room temperature 
over 1 hour. The mixture was poured into 200 ml water, acidified with oxalic acid to pH 2 and 
25 extracted with diethyl ether. The combined extracts were washed with water and brine, dried 
over MgS0 4 , filtered, and concentrated to give a solid. ( 0.580 g). MW 145.22; MS (m/e) 146 
(M + +1). 

PREPARATION 133 
3-Ch»oro^1 -hydroxv-1-methvl-ethvn-benzonltrlle 

30 To a solution of 3-Chloro-4-cyano-benzoic acid methyl ester ( 2.0 grams, 10.0 mmole) 

in tetrahydrofuran (30 ml) at -40°C was added 3.0 M CH 3 MgCI (8 ml, 22.0 mmole) dropwise. 
The mixture was allowed to warm to room temperature over one hour. The reaction was 
quenched with 10 ml methanol added dropwise, poured into 200 ml water, acidified with oxalic 
acid and extracted with ethyl acetate. The combined extracts were washed with water and 

35 brine, dried over MgS0 4) filtered, and concentrated to give an oil. (2.1 g). MW 195.60; MS 
(m/e) 195/197 (M*). 

The compound of Preparation 134 was prepared according to the procedure of 
Preparation 133 substituting the corresponding ester for 3-Chloro-4-cyano-benzoic acid 
methyl ester. The duration of reaction was between 1 and 24 hours. 
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5 PREPARATION 134 

2>ChlQro-4W1>hvdroxv-1-methvl-ethvl^benzonitrile 

MW 195.60; MS (m/e) 195/197 (M*). 

PREPARATION 13S 
2-Chloro-4-cYano-benzoic acid methvl ester 

10 A solution of 4-Bromo-2-chloro-benzoic acid methyl ester ( 3.1 grams, 12.0 mmole), 

Zn(CN) 2 0.875 grams, 7.0 mmole) and Pd(PPh 3 ) 4 (0.555 grams, 48.0 mmole) in 
dimethylformamide (30 ml) was heated to 90°C over night . The reaction was poured into 200 
ml saturated sodium hydrogencarbonate and extracted with diethyl ether. The combined 
extracts were washed with water and brine, dried over MgS0 4 , filtered, and concentrated to 

15 give an oil which was purified via flash chromatography on silica using 20% ethyl acetate/ 
hexane as eluent to give a white solid. (2.1 g). MW 195.61; MS (m/e) 195/197 (M*). 

The compounds of Preparation 136 was prepared according to the procedure of 
Preparation 135 substituting 3-chtoro-4-trifluoromethane sulfonyloxy-benzoic acid methyl ester 
for 4-Bromo-2-chloro-benzoic acid methyl ester. The duration of reaction was between 1 and 

20 24 hours. 

PREPARATION 136 
4.Trtfluoroacetyl-benzonltrile 

MW 199.13; MS (m/e) 199 (M*). 

Preparation 137 

25 (S H»)-frans-1 -/4>Amlnomethvl-cvc1ohexvn-ethanol, 

Prepared in an analogous manner to that of Preparation 253 from (S)-(+)-(frans-4-(1- 
Hydroxy-ethyl-)cyclohexylmethyl)carbamic acid benzyl ester which was obtained from (trans- 
4-Acetyl-cyclohexylmethyl)-carbamic acid benzyl ester using (R)-2-Methyl-CBS- 
oxazaborolidine monohydrate in an analogous fashion as that of Preparation 254. 
30 PREPARATION 138 

1-<4-Amlnomethvl-Dhe nylV2.2,2-trifluoro^thanol 
To a solution of 4-Trifluoroacetyl-benzonitrile ( 0.840 grams, 4.49 mmole) in 
tetrahydrofuran (20 m!) was added 1.0 M lithium aluminum hydride (15 ml, 14.8 mmole) 
dropwise, stirred at 0°C for 10 minutes and refluxed for 30 minutes. The mixture was cooled 
35 to 0°C, quenched with 10 ml methanol added dropwise and diluted with chlroform (300 ml). 
The mixture was washed with water, dried over MgS0 4l filtered, and concentrated to an oil 
which was purified via flash chromatography on silica using 5% methanol/ methylene chloride 
as eluent to give a solid (0.350 g). MW 205.20; MS (m/e) 205(M + ). 
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5 The compound of Preparation 139 was prepared according to the procedure of 

Preparation 138 substituting the corresponding nitrite for 4-Trifiuoroacetyl-benzonitrile. The 
duration of reaction was between 30 minutes and 24 hours. 

PREPARATION 139 
7-Amlnomethvl-chroman~4-ol 
10 MW 1 79.24; MS (m/e) 1 79 (M*). 

PREPARATION 140 
4-Oxo-chroman-7-carbongtrfle 

A solution of Trifluoro-methanesulfohic acid 4-oxo-chroman-7-yl ester ( 2.0 grams, 
6.80 mmole), Zn(CN) 2 (0.476 grams, 4.1 mmole) and Pd(PPh 3 ) 4 (0.314 grams, 0.27 mmole) in 
15 dimethylformamide (20 ml) was heated to 80°C over night . The reaction was poured into 200 
ml 1/1 saturated NaHC0 3 / water and extracted with diethyl ether. The combined extracts 
were washed with water and brine, dried over MgS0 4l filtered, and concentrated to give an oil 
which was purified via flash chromatography on silica using 30% ethyl acetate/ hexane as 
eluent to give a solid. (1.02 g). MW 173.20; MS (m/e) 173 (M + ). 
20 The compound of Preparation 141 was prepared according to the procedure of 

Preparation 140 substituting the corresponding triflate for Trifluoro-methanesulfonic acid 4- 
oxo-chroman-7-yl ester. The duration of reaction was between 30 minutes and 24 hours. 

PREPARATION 141 
3-Chloro-4^yano-ben2oic acid methvl ester 
25 MW 195.61 MS (m/e, %) 195(M + , 25), 164 (100). 

PREPARATION 142 
4-(1-Hydroxy-cyclobutyl) -benzonitrile 
To a solution of 4-Bromo-benzonitrile (2.0 grams, 10.99 mmole) in tetrahydrofuran (30 
ml) at -100°C was added dropwise 2.5 M nBuLi (4.8 ml) and stirrred at -100°C for 15 minutes. 
30 Cyclobutanone (0.965 grams, 13.19 mmole) was added dropwise and stirred for 10 minutes 
and allowed to warm to room temperature over 1 hour. The mixture was poured into 200 ml 
water and extracted with diethyl ether. The combined extracts were washed with water and 
brine, dried over MgS0 4l filtered, and concentrated to an oil which was purified via flash 
chromatography on silica using 40% ethyl acetate/ hexane as eluent to give a clear oil (1.5 g). 
35 MW 173.23; MS (m/e) 173 (M*). 

PREPARATION 143 
4^1-HydrQxy-proD-2-vnvh-ben2onitrile 

To a solution of 4-Formyl-benzonitrile ( 1.5 grams, 10.0 mmole) in tetrahydrofuran (20 

ml ) at -78°C was added 0.5 M ethynyl magnesium b romide (26 ml, 13.0 mmole) dropwise. The 

40 mixture was stirred at - 78°C for 30 minutes and allowed to warm to room temperature over 
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5 one hour. The reaction was cooled to 0°C, quenched with 10 ml methanol, poured into 200 
ml water, acidified with oxalic acid and extracted with diethyl ether. The combined extracts 
were washed with water and brine, dried over MgS0 4l filtered, and concentrated to give an oil 
which was purified via flash chromatography on silica using 30% ethyl acetate/ hexane as 
eluent to give a solid. (1.6 g). MW 157.18; MS (m/e) 157 (M*). 
10 PREPARATION 144 

a-Chloro^-trifluoromet hanesuifonvloxv-benzoic acid methvl ester 
To a solution of 3-Chloro-4-hydroxy-benzoic acid methyl ester ( 15.0 grams, 80.0 
mmole), triethylamine (20.2 grams, 200 mmole) and DMAP (1.0 grams, 8.0 mmole) in 
methylene chloride (200 ml) at 0°C was added triflic anhydride (17 ml, 100.0 mmole) 
1 5 dropwise. The mixture was allowed to warm to room temperature and stirred for four hours. It 
was diluted with methylene chloride (600 ml), washed with water, dried over MgS0 4l filtered, 
and concentrated to give an oil which was purified via flash chromatography on silica using 
20% ethyl acetate/ hexane as eluent to give an oil. (20.9 g). MW 322.05; MS (m/e) 322 (M + ). 

PREPARATION 145 

20 4-{j -A^etedinvn-benzpnitrile 

A mixture of 6.34 g (52.5 mmol) of 4-fluorobenzonitrile, 3.00 g (52.5 mmol) of 
azetidine, 7.26 g (52.5 mmol) of K 2 C0 3 , and 50 mL of methyl sulfoxide was heated to 60 °C 
for 16 h. The cooled mixture was diluted with 200 mL of water and extracted with EtOAc (2 x 
150 mL). The combined organic extracts were washed with water (1 x 150 mL), brine (1 x 150 

25 mL), dried (Na 2 S0 4 ), and evaporated to 5.65 g of a white solid. Trituration in hexane gave 
3.85 g (56% yield) of the title compound as a white solid, mp 98-99°C. *H NMR (CDCI 3 ) d 
2.39-2.45 (2 H, m), 3.96 (4 H, t, J = 7 Hz), 6.32 (2 H, d, J = 9 Hz), 7.41 (2 H, d, J = 9 Hz); 
AMPI MS (m/e) 159 (M*+1). 

The compounds of Preparations 146-151 were prepared according to the procedure 

30 of Preparation 145 substituting the corresponding amine for azetidine. Temperatures ranged 
from 90-115 °C. For preparations of the amines used in Preparations 54a and 54f, see: 
Rosenberg, S. H. ef a/. J. Med. Chem. t 1993, 36, 460 and Goldberg, S. D.; J. Am. Chem. 
Soc, 1939, 61, 3526, respectively. Temperatures ranged from 90-115 °C. Mass spectra 
were determined by the AMPI method. 



WO 98/4S268 



PCT/IB98/00315 



-84- 



5 PREPARATION 146 

4-(3-HYdroxv-azetidin-1-yl)-benzon!trile 

M.P. 75-78°C; *H NMR (CDCI 3 ) d 2.37 (1 H, d, J = 7 Hz). 4.04 (4 H, ABX pattern, 
8 Hz, J M = 7 Hz, J BX = 4 Hz). 4.77-4.88 (1 H, m), 6.36 (2 H, d. J = 8 Hz). 7.41 (2 H, d, J = 8 
Hz); MS (m/e)175(M*+1). 
10 PREPARATION 147 

4-PyiTQlidin-1-yl-benzQnltrile 
M.P. 75-76°C; 1 H NMR (CDCI 3 ) d 2.01-2.04 (4 H. m), 3.29-3.33 (4 H. m). 6.49 (2 H, d, 
J = 8 Hz), 7.43 (2 H. d. J = 8 Hz); MS (m/e) 173 (M + +1). 

PREPARATION 148 
15 4-Piperidln-1 -vl-benzonltrila 

1 H NMR (CDCI 3 ) d 1.63-1 .69 (6 H, m). 3.29-3.33 (4 H. m). 6.83 (2 H. d, J = 9 Hz), 7.44 
(2 H. d.J = 9Hz). 

PREPARATION 149 
4-Morpholin-4-yl-benzonitrile 

20 M.P. 81-82°C; 1 H NMR (CDCI 3 ) d 3.25-3.27 (4 H. m), 3.82-3.85 (4 H, m), 6.85 (2 H. d, 

J = 9 Hz), 7.49 (2 H, d. J = 9 Hz); MS (m/e) 189 (M + +1). 

PREPARATION 150 
4-^1.4-Dioxa-8-aza-splrof4.5ldec- 8-yl)-benzonitrile 

M.P.1 33-1 34°C; Anal. Calcd for C 14 H 16 N 2 0 2 : C, 68.83; H, 6.60; N, 11.47. Found: C, 
25 69.21; H, 6.64; N, 11.61. 

PREPARATION 151 
4- ff2-Hydroxv-2 -methy|.propyn.mathyl-amlno1-benzonitrlle 

1 H NMR (CDCW d 1.27 (6 H, s), 1.56 (1 H, s), 3.09 (3 H, s), 3.39 (2 H, s),6.79 (2 H. d, 
J = 9 Hz), 7.44 (2 H, d, J = 9 Hz); MS (m/e) 205 (M*+1). 
30 PREPARATION 152 

1.f4-<AminomBthyhphcnvn-azetidlne 
To a solution of 2.00 g (12.6 mmol) of the compond of Preparation 145 in 50 mL of 
tetrahydrofuran was added portionwise 479 mg (12.6 mmol) of lithium aluminum hydride. 
When the addition was complete, the mixture was stirred for 4 h at rt. The mixture was 
35 quenched by the sequential addition of 2 mL of water, 2 mL of aqueous 15% sodium 
hydroxide solution, and 6 mL of water. The precipitate was removed by filtration washing well 
with THF. The filtrate was dried (Na 2 S0 4 ) and evaporated to a yellow solid, which was 
purified by flash chromatography using EtOAc followed by 76:20:4 CHCI 3 :MeOH: cone. NH 3 

(ag. ) as eluants to give 1.22 g of a semisolid. T ritur ation in hexane afforded 815 m g (40% 

40 yield) of the title comound as a yellow solid, mp 58-60°C. 'H NMR (CDCy d 1.60 (2 H, s), 
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5 2.29-2.37 (2 H, m), 3.73 (2 H, s), 3.83 (4 H, t. J = 7 Hz), 6.42 (2 H, d. J = 8 Hz), 7.13 (2 H, d. J 
= 8 Hz). 

The compounds of Preparations 153-158 were prepared according to the procedure 
of Preparation 55 substituting the appropriate substrate for the compound of Preparation 145. 
Mass spectra were determined by the AMPI method. 
10 PREPARATION 1S3 

H4-Amlnpm9thyl-phenyl)-azetMln-3-pl 

'H NMR (CDCI 3 ) d 2.65 (3 H, br s), 3.54-3.61 (2 H, m). 3.70 (2 H. s), 4.08-4.12 (2 H. 
m), 4.68-4.79 (1 H, m), 6.40 (2 H, d, J = 8 Hz), 7.09 (2 H, d, J = 8 Hz); MS (m/e) 162 (M*+2-18 
(H 2 0)). 

15 PREPARATION 154 

1-(4-AmlnpmethYl-phenyl)-«etidin-3-ol 

M.P.108-1 10°C; 1 H NMR (CDCI 3 ) d 1.87 (2 H, s), 1.96-1.99 (4 H, m), 3.25 (4 H, t, J = 
7 Hz). 3.73 (2 H, s), 6.52 (2 H, d, J = 8 Hz), 7.15 (2 H, d, J = 8 Hz); MS (m/e) 160 (M + +2-18). 

PREPARATION 1S5 
20 4-Piperidin-l -vl-benzvlamina 

M.P.108-1 10°C; 1 H NMR (CDCI 3 ) d 1.52-1.58 (2 H, m), 1.68-1.72 (4 H, m), 1.80 (2 H. 
s), 3.08-3.12 (4 H, m), 3.76 (2 H, s). 6.89 (2 H, d, J = 9 Hz), 7.17 (2 H, d, J = 9 Hz). 

PREPARATION 156 
4-Morpholln-4-yl-benzylamlne 
25 M.P.53-54°C; 1 H NMR (CDCI 3 ) d 1.51 (2 H, s), 3.11-3.14 (4 H, m), 3.78 (2 H, s), 3.83- 

3.86 (4 H, m), 6.88 (2 H, d, J= 8 Hz), 7.22 (2 H, d, J- 8 Hz). 

PREPARATION 157 
4-(1.4-Dioxa-8-aza-spiro[4.5]dec-8-yl)-benzylamine 
M.P.107-110°C; 1 H NMR (CDCI 3 ) d 1.81 (4 H, t, J = 6 Hz), 3.07 (2 H, br s), 3.29 (4 H, 
30 t, J = 6 Hz), 3.80 (2 H, s), 3.98 (4 H, s), 6.89 (2 H, d, J = 8 Hz), 7.22 (2 H, d. J = 8 Hz). 

PREPARATION 1S8 
1. [ (4-Aminomethyl-phenyl)-m ethyl-aminoy2.methvl-Dropan-2-ol 
1 H NMR (CDCI3) d 1.26 (6 H, s), 1.97 (3 H, br s), 2.97 (3 H, s), 3.25 (2 H, s), 3.78 (2 
H, s), 6.80 (2 H, d, J = 9 Hz), 7.20 (2 H, d, J = 9 Hz). 
35 PREPARATION 159 

244.RuoroDheno xvl-3-Dvrldinecarboxvllc Acid Methvl Ester 

A mixture of 20.0 g (89.6 mmol) of 2-(4-fluorophenoxy)-3-pyridinecarboxylic acid (for 
preparation, see: Villani, F. J. et al. J. Med. Chem., 1975, 18,3), 300 mL of methanol, and 5.5 

niL of concentrated sulfuric acid was heated to reflux for 2 h. The c ooled mjxture was poured 

40 onto 500 mL of ice cold saturated aqueous sodium hydrogencarbonate solution, and the 
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5 resulting precipitate was filtered, washed with water, and dreid under vacuum to give 12.9 g 
(64% yield) of the title compound as a white solid, mp 97-99°C. Anal. Calcd for C 13 H 10 NO 3 F: 
C, 63.16; H, 4.08; N, 5.67. Found: C, 62.80; H, 4.08; N, 5.50. 

P R E PARATI O N 160 
2^4-Fluorophenoxv)-3-Pvridinemethanol 
10 A solution of 10.00 g (40.45 mmol) of the compound of Preparation 56 in 200 mL of 

anhydrous toluene was cooled to -78 °C and treated dropwise with 84.95 mL (84.95 mmol) of 
a 1 M solution of diisobutylaluminum hydride in CH 2 CI 2 . When the addition was complete, 200 
mL of water was added followed by 200 mL of EtOAc , and the mixture was allowed to warm 
to rt. Following adjustment of the aqueous layer to pH 4 with aqueousIN hydrochloric acid 
15 solution, the organic layer was separated and combined with a 200 mL backwash of the 
aqueous layer. The organic extracts were washed with saturated aqueous sodium 
hydrogencarbonate solution, brine, dried (Na 2 S0 4 ), and evaporated to give 9.00 g (90% yield) 
of the title compound as an off-white solid, mp 70-72 °C. % H NMR (CDCI 3 ) d 1.59 (1 H. s), 
4.84 (2 H, d, J = 6 Hz), 6.99-7.13 (5 H, m), 7.76-7.80 (1 H, m), 8.07 (1 H, dd, J = 2, 5 Hz). 
20 PREPARATION 1S1 

2-(ii.FluorophenoxvW3-Dvr8dinecarboxatdehvde 
A mixture of 932 mg (4.25 mmol) of the compound of Preparation 57, 2.00 g ( 23.0 
mmol) of manganese dioxide, and 30 mL of benzene was heated to reflux for 3 h with water 
separation. The cooled mixture was filtered, evaporated to a white solid, and purified by flash 
25 chromatography using 15% EtOAc-hexane as eluant to provide 735 mg (80% yield) of the title 
compound as a white solid, mp 61-62 °C. 1 H NMR (CDCI 3 ) d 7.08-7.21 (5 H, m) t 8.19-8.32 (2 
H, m), 10.55 (1 H, s). 

PREPARATION 162 
?. p - (4-Fluorophenoxy V3-pyridinvl]-3-hydroxvDropenoic Acid t-Butvl Ester 

30 At -78 °C, 115.3 mL (115.3 mmol) of a solution of 1 M lithium bis(trimethylsilyl)amide 

in tetrahydrofuran was treated dropwise with 15.43 mL (13.39 grams, 115.3 mmol) of t-butyl 
acetate . When the addition was complete, the mixture was stirred for 15 min and then treated 
with a solution of 9.500 g (38.43 mmol) of the compound of Preparation 56 in 50 mL of THF. 
When the addition was complete, the mixture was stirred for 15 min and then quenched by the 

35 additon of 230 mL of aqueous 1N hydrochloric acid solution. After warming to rt, the organic 
layer was extracted with ether (2 x 500 mL) and the combined organic layers were washed 
with saturated aqueous sodium hydrogencarbonate solution (1 x 100 mL), brine (1 x 200 mL), 
dried (Na 2 S0 4 ), and evaporated to 13.8 g of a pale yellow oil. Purification by flash 
chromatography using 15 to 85% ether-hexane as eluant gave 11.7 g of a semi-solid, which 

40 was triurated with hexane to give 6.124 g (48% yield) of the title compound as a white solid, 
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5 mp 87-89°C. *H NMR (CDCI 3 ) d 1.54 (9 H, s), 6.12 (1 H, s), 7.01-7.16 (5 H, m), 8.14 (1 H ( dd, 
J = 2, 5 Hz), 8.30 (1 H, dd t J = 2, 8 Hz), 12.99 (1 H, s). The NMR also showed the presence 
of <10% of the keto tautomer. After standing for 12 days, the concentrated mother liquor 
crystallized and was triturated in hexane to give an additional 2.21 g (17% yield) of the title 
compound. 

10 PREPARATION 163 

a-p2-ChloroDh enyhmethvlT-2-f44luoroDhenoxv)-a^xo-3-Pvridtnepropanoic Acid 

f-Pntyl Ester 

The sodium hydride obtained after washing 28.9 mg (0.604 mmol) of 50% sodium 
hydride dispersion in mineral oil with pentane (3x5 mL) was suspended in 5 mL of THF, 

15 cooled to 0 °C, and treated dropwise with a solution of 200 mg (0.604 mmol) of the compound 
of preparation 59 in 5 mL of THF. After stirring for 15 min, 0.078 mL (124 mg, 0.604 mmol) of 
2-chlorobenzyl bromide was added, and the mixture was allowed to warm to rt, stirred for 4 h, 
and then heated to reflux for 16 h. The cooled mixture was partitioned between 100 mL of 
saturated aqueous NH 4 CI solution and 200 mL of EtOAc. The separated organic layer was 

20 washed with saturated aqueous sodium hydrogencarbonate solution (100 mL), brine (100 
mL), dried (Na 2 S0 4 ), and evaporated to an oil. Purifiaction by flash chromatography using 
60% CH 2 CI 2 -hexane as eluant gave 226 mg (82% yield) of the title compound as an oil. 1 H 
NMR (CDCI 3 ) d 1.54 (9 H, s), 3.32-3.52 (2 H, m), 5.09 (1 H, dd, J = 7, 8 Hz), 7.02-7.30 (9 H, 
m), 8.05 (1 H, dd, J = 2, 8 Hz), 8.22 (1 H, dd, J = 2, 5 Hz). The NMR also showed the 

25 presence of <1 0% of the enol tautomer. 

The compounds of Preparations 164-168 were prepared according to the procedure 
of Preparation 163 substituting the indicated benzyl halide for 2-chlorobenzyl bromide. In the 
cases of Preparations 165-168 one equivalent of Kl was added immediately after the addition 
of the benzyl halide. All compounds were oils. Mass spectra were determined by the 

30 thermospray method. 

PREPARATION 164 

244-Fluoro-benzvll3-r2-r4-fluoro^ acid 

tert-bntyl ester 

MS (m/e) 440 (M*+1); 1 H NMR (CDCI3) d 1.27 (9 H, s), 3.17-3.44 (2 H, m), 4.80 (1 H, 
35 dd, J = 7, 8 Hz), 6.85-7.30 (9 H, m), 8.08 (1 H, dd, J = 2, 8 Hz), 8.23-8.25 (1 H, m). 
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5 PREPARATION 165 

3.[2-f4-Ftuoro-phe noxy)-pyridin-3-yn-3-oxo-2-/4-trifluoromethyl-ben2vl)-propionlc acid 
tert butyl ester 

MS (m/e) 490 (M + +1); 'H NMR (CDCI 3 ) d 1.24 (9 H, s), 3.36 (2 H, ABX pattern, J M = 
14 Hz, Jax= 7 Hz, Jsx= 8 Hz), 4.83 (1 H, dd, J = 7, 8 Hz). 6.99-7.50 (9 H, m), 8.02-8.22 (2 H, 
10 m). 

PREPARATION 166 

3-[2^4-Fluoro-pheno xv>.Dvridin-3.vn-3-oxo-2-(4-trifluoromethoxv-benzyl Vpropionic 
acidtart-btityl ester 

MS (m/e) 506 (M + +1); 'H NMR (CDCI 3 ) d 1.25 (9 H, s), 3.32-3.46 (2 H, m), 4.82 (1 H, 
15 t. J = 7), 7.03-7.28 (9 H. m), 8.09 (1 H, dd, J = 2,8 Hz). 8.24 (1 H, dd, J = 2,5 Hz). 

PREPARATION 167 
2.(3.5.Difluoro-benzvl)-3-r2-f4-fluoro-phenoxv>-pvridin-3-vn-3-oxo-proplonlc 
acid tert-butyl ester 

MS (m/e) 458(M + +1); *H NMR (CDCI 3 ) d 1.25 (9 H. s), 3.28 (2 H, ABX pattern, = 
20 14 Hz, Jax= 7 Hz, J BX = 8 Hz), 4.79 (1 H. dd, J= 7,8 Hz), 6.55-7.18 (8 H, m), 8.09 (1 H. dd, J = 
2, 8 Hz), 8.23(1 H, dd, J = 2, 4 Hz). 

P REPARATION 168 

3-[2-<4-Fluoro -phenoxvUpvridin-3-vn-3-oxo-2-(2.4.6-trifluoro-benzvn-DroDionic 
acid tert-butvl ester 

25 MS (m/e) 476(M*+1); 'H NMR (CDCy d 1.22 (9 H, s), 3.22-3.35 (2 H, m), 4.82 (1 H, 

J = B Hz). 6.56 (2 H, t,J = 8 Hz). 7.02-7.12 (5 H. m), 8.1 1 (1 H, dd, J = 2. 8 Hz), 8.22 (1 H, dd, 
J = 2. 5 Hz). 

PREPARATION 169 
4-(1-Hvdroxy-1-methvlethyn-benzeneproanoic Acid 

30 A mixture of 12.61 g (224.7 mmol) of KOH, 73 mL of water, and 425 mL of ethanol 

was combined with 15.00 g (68.10 mmol) of 3-[4-(1-oxoethyl)phenyl]propionic acid ethyl ester 
(for preparation, see: Marechal, E.; Quere, J.-P. Bull. Chem. Soc. Fr., 1971, 2227), and the 
resulting mixture was stiired at rt for 2 h. The mixture was concentrated, and the residue was 
dissolved in 100 mL of water, cooled to 0 "C, and acidified with concentrated aqueous 

35 hydrochloric acid solution. The precipitate was filtered and recrystallized from methanol-water 
to give 10.11 g (77% yield) of 3-[4-(1-oxoethyl)phenyl]propionic acid as awhite solid, mp 118- 
119°C. Anal. Calcd for C^H^Os: C, 68.52; H, 6.06. Found: C, 68.74; H, 6.29. 

A solution of 5.000 g (26.01 mmol) of the above acid in 500 mL of tetrahydrofuran was 
cooled to -17 "C and treated dropwise with 21.67 mL (65.03 mmol) of a 3 M solution o f 

40 methylmagnesium iodide in ether. Additional Griganrd reagent solution was added in three 
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5 portions, 5, 5, and 10 ml_, respectively, over several hours, as the course of the reaction was 
monitored by NMR. The mixture was cooled to -30 °C, quenched by the addition of 200 mL of 
saturated aqueous NH 4 CI solution, and allowed to warm to it The aqueous layer was 
adjusted to pH 1 with aqueous 1 N hydrochloric acid solution, and the organic layer was 
extracted with EtOAc (2 x 200 mL). The combined organic layers were washed with brine (3 x 
10 500 mL), dried (Na 2 S0 4 ), and evaporated to 5.62 g of a yellow solid. Recrystallization from 
hexane-EtOAc gave 2.20 g (40% yield) of the title compound as a pale yelllow solid, mp 92- 
94°C. *H NMR (DMSO-d 6 ) d 1.36 (6 H, s), 2.47 (2 H, t, J = 7 Hz), 2.74 (2 H, t, J = 7 Hz), 4.90 
(1 H, s), 7.21 (4 H, AB quartet J = 7 Hz), 12.09 (1 H, s). 

PREPARATION 170 
15 N>IV!ethoxv-N -methvU-fluoro-benzeneproDanamide 

A suspension of 10.00 g (59.46 mmol) of 3-(4-fluorophenyl)propionic acid, 12.54 g 
(65.41 mmol) of 1-ethyl-3-(3-dimethylaminopropyl)carbodiimide hydrochloride, 6.381 g (65.41 
mmol) of N,0-dimethylhydroxylamine hydrochloride in 300 mL of CH 2 CI 2 was cooled to 0°C 
and treated with 18.23 mL (13.23 grams, 130.8 mmol) of triethylamine. The mixture was 
20 stirred for 16 h with slow warming to rt The mixture was concentrated, and the residue was 
partitioned between 300 mL of EtOAc and 200 mL of aqueous 1 N hydrochloric acid solution. 
The separated organic layer was washed with aqueous 1 N hydrochloric acid solution (1 x 100 
mL), saturated aqueous sodium hydrogencarbonate soution (2 x 200 mL), brine (1 x 100 mL), 
dried (Na 2 S0 4 ), and evaporated to give 9.56 g (76% yield) of the title compound as an oil. 1 H 
25 NMR (CDCI 3 ) d 2.70 (2 H, t, J = 8 Hz), 2.91 (2 H, t, J = 8 Hz), 3.15 (3 H, s), 3.59 (3 H, s), 6.92- 
6.97 (2 H, m), 7.15-7.19 (2 H t m). APCI MS (m/e) 212 (M*+1). 

The compounds of Preparations 171-180 were prepared according to the procedure 
of Preparation 170 substituting the corresponding carboxylic acid for 3-(4- 
fluorophenyl)propionic acid. The carboxylic acid used in Preparation 174 was the compound 
30 of Preparation 163, whereas all other carboxylic acids were commercially available. Mass 
spectra were determined by the APCI method. 

PREPARATION 171 
N-Methoxy-N-methvl-3-phenvl-propionamicle 
Anal. CalcdforCnH^NOz: C, 68.37; H, 7.82; N, 7.25. Found: C, 68.65; H, 8.11; N, 

35 7.18. 
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5 PREPARATION 172 

N-Methoxv-2.N -dimethvl-3-Dhenvl-proDionamide 

'H NMR (CDCW d 1.16 (3 H, d, J = 7 Hz), 2.83-3.28 (2 H, ABX pattern, = 13 Hz, 
^=7 Hz. J BX = 8 Hz), 3.08-3.18 (1 H, m), 3.14 (3 H, s), 3.48 (3 H, s), 7.15-7.32 (5 H, m); MS 
(m/e)208(M + +1). 
10 PREPARATION 173 

N-Methoxv-N-methvl-3-p henyl-butvramlde 
'H NMR (CDCI3) d 1.31 (3 H, d. J = 7 Hz), 2.59-2.78 (2 H, m), 3.14 (3 H, s), 3.32-3.44 
(1 H, m), 3.58 (3 H, s), 7.14-7.32 (5 H. m); MS (mle) 208 (M + +1). 

PREPARATION 174 

15 3-f4-(1-Hvdroxy-1-methvl-eth yl>-phenyll.N.methoxv-N-methvl-propionamide 

'H NMR (CDCI3) d 1.56 (6 H, s), 1.71 (1 H, s), 2.72 (2 H, t, J = 8 Hz). 2.93 (2 H, t, J = 
8 Hz), 3.17 (3 H, s), 3.60 (3 H, s). 7.30 (4 H, AB quartet. J = 8 Hz); MS (mle) 234(M*+1 -18 
(H 2 0)). 

PREPARATION 175 
20 N-Methoxv-N- methy».2-phenvl~acetamide 

'H NMR (CDCW d 3.18 (3 H. s), 3.54 (3 H, S), 3.78 (2 H, s), 7.20-7.34 (5 H, m); MS 
(m/e)180(MVl). 

PREPARATION 176 
N.Methoxy-N-methyl-2-phenoxy-a cetamlde 

25 1 H NMR (CDCI 3 ) d 3.22 (3 H, s), 3.74 (3 H. s), 4.79 (2 H, s), 6.92-6.97 (3 H, m), 7.24- 

7.29 (2 H. m); MS (mle) 196 (M + +1). 

PREPARATION 177 
N.Methoxy-N-methv l-3-phenyl-acrvlamide 

M.P. 40-42°C; 'H NMR (CDCI 3 ) d 3.30 (3 H, s), 3.76 (3 H, s), 7.02 (1 H, d, J = 16 Hz), 
30 7.34-7.39 (3 H, m), 7.55-7.57 (2 H, m). 7.72 (1 H. d, J = 16 Hz); MS (mle) 192 (M*+1). 

PREPARATION 178 
Benzofuran-3-car boxvlic acid methoxv-methvl-amlde 
1 H NMR (CDCI3) d 3.41 (3 H, s), 3.82 (3 H, s), 7.24-7.43 (2 H, m), 7.50 (1 H, S), 7.59 
(1 H, dd, J = 1, 8 Hz), 7.66 (1 H.dd, J= 1,8 Hz); MS (mle) 206 (M + +1). 
35 PREPARATION 179 

1H-tndolc-3-carb nxy |lc acld methoxv-methvl-amide 
M.P. 136-137-C; Anal. Calcd for CuH^NA: C, 64.69; H, 5.94; N, 13.72. Found: C. 
64.97; H, 5.81 ; N, 13.65. 
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5 PREPARATION 180 

^^■ChlQro-ph?noxY)-N-mfithoxy-N-methy|-9cet9mlc<e 

*H NMR (CDCI 3 ) d 3.21 (3 H, s), 3.74 (3 H, s), 4.88 (2 H, s), 6.89-6.93 (2 H, m), 7.15- 
7.19(1 H, m), 7.34-7.36(1 H, m). 

PREP A RATIO N 181 

10 i^2-FiuorO"3-pyti^inyn-3-(4"fi«QrQPhgnyl)-1-propqnone 

A solution of 5.90 mL (4.56 grams, 45.0 mmol) of diisopropylamine in 20 mL of 
tetrahydrofuran was cooled to -78 °C and treated dropwise with 18.0 mL (45.0 mmol) of a 
solution of 2.5 M n-butyllithium in hexane. When the addition was complete, the mixture was 
stirred for 0.5 h at -78 °C and treated dropwise with 3.88 mL (4.37 grams, 45.0 mmol) of 

15 freshly distilled 2-fluoropyridine. After the addition was complete, the resulting yellow 
suspension was stirred for 0.5 h at -78 °C, To the suspension was added dropwise a solution 
of 9.51 g ( 45.0 mmol) of the compound of Preparation 62 in 200 mL of tetrahydrofuran 
, dropwise. The mixture was stirred for 16 h with slowing warming to rt as the dry ice/acetone 
bath melted. The mixture was quenched by the addition of 50 mL of aqueous 1 N hydrochloric 

20 acid solution, and theTHF was removed by partial evaporation. The residue was partitioned 
between EtOAc (300 mL) and aqueous 1 N hydrochloric acid solution (100 mL). The 
separated organic layer was washed with aqueous 1 N hydrochloric acid solution (100 mL), 
saturated aqueous sodium hydrogencarbonate solution (100 mL), brine (100 mL), dried 
(Na 2 S0 4 ), and evaporated to 12.6 g of a yellow oil. Purification by flash chromatography using 

25 25% EtOAc-hexane as eluant gave 7.1 1 g of a yellow which solidified on standing. Trituration 
in hexane gave 6.87 g (62% yield) of the title compound as a light yellow solid, mp 73-74°C. 
'H NMR (CDCI 3 ) d 3.02 (2H, t, J=7 Hz), 3.29- 3.36 (2 H, m), 6.91-6.99 (2 H, m), 7.17-7.33 (3 
H, m), 8.29-8.38 (2 H, m); APCI MS (m/e) 248 (M + +1). 

The compounds of Preparations 182-190 were prepared according to the procedure 

30 of Preparation 191 substituting the corresponding N-methoxy-N-methylamide or ester 
substrate for the compound of Preparation 170 In the case of Preparations 185 and 191, an 
additional equivalent of in s/fu-prepared 2-fluoro-3-lithiopyridine was utilized. Products were 
purified by direct trituration and/or flash chromatography. Mass spectra were determined by 
the APCI method. 

35 PREPARATION 182 

1^2-F»uoro-Dvridin-3-vn-3-phenvl-propan-1-one 
1 H NMR (CDCI 3 ) d 3.05 (2 H, t, J = 7 Hz), 3.32-3.64 (2 H, m) ( 7.17-7.33 (6 H, m), 
8.29-8.38 (2 H, m). 
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5 P REPARATION 183 

1- f2-Fluoro-Pvridin-3-v»-2-methvl-3-nhe nvl-DroDan-1-ona 

1 H NMR (CDCI 3 ) d 1 .18 (3 H, d, J = 7 Hz), 2.88 (2 H, ABX pattern, = 14 Hz, J M = 6 
Hz, J BX = 8 Hz), 3.63-3.72 (1 H, m), 7.14-7.29 (6 H, m), 8.14-8.19 (1 H, m), 8.33-8.35 (1 H, m); 
MS (m/e)244(M*+1). 

10 PR EPARAT ION 184 

1-f2-Fluoro-pvridIn-3.vn-3-Dhenvl-butan-1.one 

M.P. 51-53°C; Anal. Calcd for C 15 H 14 FNO: C, 74.06; H, 6.00; N, 5.76. Found: C, 
73.82; H, 5.83; N. 5.90. 

PREPARATION 185 

15 1-(2-Fluoro-pyridin-3-y|)-3-[4-(i-hydr93<y-l-methyl-ethyl)-phenyq-propan-1-<?ne 

*H NMR (CDCI 3 ) d 1.56 (6 H, s), 3.03 (2 H, t, J = 7 Hz), 3.31-3.36 (2 H, m), 7.20-7.25 
(2 H, m), 7.30-7.34 (1 H, m), 7.40-7.42 (2 H, m), 8.30-8.38 (2 H, m); MS (m/e) 270 (M*+M8 
(H 2 0)). 

PREPARATION 186 
20 1-{2-Fluoro-p yridin-3-yl)- 2-phenyl-ethanone 

'H NMR (CDCI 3 ) d 4.31 (2 H, s), 7.19-7.34 (6 H, m), 8.27-8.37 (2 H, m); MS (m/e) 216 

(M + +1). 

PREPARATION 187 
1.f2.Fluoro-pvridin.3-vn.2-Dhenoxv-ethanonB 

25 M.P. 82-83°C; 1 H NMR (CDCI 3 ) d 5.21 (2 H. d, J = 3 Hz), 6.91-7.01 (3 H, m), 7.27- 

7.31 (2 H, m), 7.37-7.40 (1 H, m), 8.41-8.45 (2 H, m); MS (m/e) 232 (M*+1). 

PREPARATION 188 

2- (2-Chloro-phenoxy)-1-(2-fluoro-p yrldln-3-yl)-ethanone 

M.P. 84-86'C; 1 H NMR (CDCI 3 ) d 5.34 (2 H, d, J = 3 Hz), 6.85-7.45 (5 H, m), 8.42- 
30 8.50 (2 H, m); MS (m/e) 266, 268 (M*+1). 

PREPARATION 189 
1.(2-Fluoro-pvridtn-3-vn^-Dhenyl-propenone 
M.P. 83-84°C; 1 H NMR (CDCI 3 ) d 7.34-7.37 (1 H, m), 7.41-7.47 (4 H, m), 7.62-7.65 (2 
H, m), 7.90 (1 H, d, J = 15 Hz). 8.29-8.31 (1 H. m), 8.38-8.41 (1 H, m). 
35 PREPARATION 190 

Benzofuran-3-vl-(2.fluoro-Pvridin-3-vh-methanone 
M.P. 110-11 1°C; Anal. Calcd for C 14 H 8 FN0 2 : C, 69.71; H, 3.34; N, 5.81. Found: C, 
69.64; H, 3.36; N, 6.12. 
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5 PREPARATION 191 

(2-Fluoro-pyridln-3-vlM1 H-lndot-3-vll-methanone 

M.P. 195-198°C; Anal. Calcd for C 14 H 9 FN 2 0 2 : C, 70.00; H, 3.78; N, 11.66. Found: 
C, 69.69; H, 3.60; N, 11.59. 

PREPARATION 192 
10 1 .(2.Fluoro-Dvridin-3-vn-ethanone 

1 H NMR (CDCW d 2.67 (3 H, d, J = 0.5 Hz), ), 7.30-7.33 (1 H. m), 8.30-8.38 (2 H, m). 

PREPARATION 193 
^2-Piuoro-pvrldln ^-v»-2-<mcthvl-Dhenvl-amino>-ethanon9 
1 H NMR (CDCI3) d 3.10 (3 H, s), 4.72 (2 H, d, J = 3 Hz), 6.63-6.74 (3 H, m), 7.18-7.24 
15 (2 H, m), 7.32-7.36 (1 H, m), 8.30-8.42 (2 H, m); MS (m/e) 245 (M + +1). 

PREPARATION 194 
l.p^4.Fluorophanoxv ).3-pyridlnvn-ethanone 
1 H NMR (CDCI 3 ) d 2.75 (3 H, s), 7.07-7.12 (5 H, m), 8.20 (1 H, dd, J = 2,7 Hz), 8.24 
(1 H, dd,J=2,5Hz). 
20 PREPARATION 195 

1-[2^3-Pyridinvloxv>-3 -pyridlnvn.ethanonft 
1 H NMR (CDCy d 2.76 (3 H, s), 7.13-7.15 (1 H. m), 7.39 (1 H, dd, J = 5, 9 Hz), 7.53- 
7.56 (1 H, m), 8.22-8.24 (2 H, m), 8.50-8.53 (2 H, m). 

PREPARATION 196 
25 3.Fluoro-a-phenyl-3-pyridinemethanol 

1 H NMR (CDCI 3 ) d 2.61 (1 H, br S), 6.03 (1 H, s), 7.14-7.38 (6 H, m), 7.97-8.08 (2 H, 

m). 

PREPARATION 197 
(2-Fluoro-3-pyrid inyl)phenyl-methanone 

30 'H NMR (CDCI3) d 7.32-7.38 (1 H, m), 7.47-7.50 (2 H, m), 7.61-7.67 (1 H, m), 7.78- 

7.82 (2 H, m), 7.98-8.07 (1 H, m), 8.38-8.42 (1 H, m). 

PREPARATION 198 
441.hvdroxv.1-methvl^thvn-benzonitrile 
To a stirred suspension of anhydrous cerium (III) chloride (3.8g, 16 mmol) In 20 mL 
35 dry tetrahydrofuran at 0°C was added slowly dropwise a solution of 3.0M methyl magnesium 
chloride in tetrahydrofuran ( 10 mL, 31 mmol). The mixture was stirred at 0°C for 30 min. then 
a solution of Methyl 4-cyanobenzoate (2.0g, 12.4 mmol) in 20 mL dry tetrahydrofuran slowly 
dropwise. The mixture was stirred for an additional 30 min. at 0°C then quenched with 2.0 M 
acetic acid (-10 mL) added slowly dropwise. The mixture was poured into 200 mL water and 
~^ extracted with ethyl acetate (2 X 200 mL). I he organic extracts were combTnedrwashed with 
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5 sodium bicarbonate solution (1 X 40 mL), water (2 X 40 mL), brine (1 X 40 mL), dried (MgS0 4 ) 
and concentrated in vacuo to give an oil. The oil was absorbed onto Silica Gel (10g) and 
washed with ethyl acetate/hexane (1:2, 1500mL). Concentration of the washings in vacuo 
afforded 1.75g (88%) 4-(1-hydroxy-1-methyl-ethyl)-ben2onitrile as a clear oil. 1 H-NMR 
(CDCI 3 ): 5 7.60 (m. 4H), 1.58 (m, 6H). GC-MS (m/e, %): 161 (M + , 2), 146 (100). 
10 PREPARATION 199 

2-Fluoro^hvdroxv-benzonitrile 
To a solution of 2-Fluoro-5-methoxy-benzonitrile ( 4.0 grams, 26.5 mmole) in CH 2 Cl 2 
(100 ml) at 0°C was added 1.0 M BBr 3 (29 ml, 29 mmole) dropwise, warmed to room 
temperature and stirred over night. The mixture was poured into 300 ml ice water and stirred 
15 for 10 minutes. This was poured into 100 ml methylene chloride, and the layers were 
separated. The mixture was washed with water, dried over MgS0 4l filtered, and concentrated 
to a solid (2.8 g). MW 137.12; MS (m/e) 137(M*). 

The compound of Preparation 200 was prepared according to the procedure of 
Preparation 199 substituting the corresponding ether for 2-Fluoro-5-methoxy-benzonitrile. The 
20 duration of reaction was between 1 and 24 hours. 

PREPARATION 200 
3-Hydroxy-N.N-dimethvhbenzamide 
MW 165.21 MS (m/e, %) 165(M + , 30), 121 (100). 

PREPARATION 2Q1 
25 2-Fluoro-5-methoxv-benzonttrlle 

A solution of 2-Chloro-1-fluoro-4-methoxy-benzene ( 10.4 grams, 65.0 mmole), CuCN 
(6.4 grams, 71.0 mmole) and N-methylpyrrolidinone (100 ml) was refluxed for 18 hours. An 
additional 2.3 g CuCN was added, and the mixture was refluxed for 40 hours. The mixture 
was poured into 300 ml ice water and stirred for 10 minutes. This was poured into 100 ml 
30 methylene chloride, and the layers were separated. The mixture was washed with water, 
dried over MgS0 4 , filtered, and concentrated to a solid (2.8 g). MW 137.12; MS (m/e) 137(M + ). 

PREPARATION 202 
^,A,DiQxa-sDSror4.g| decane-8-carbonStrile 
To a solution of 1,4-Dioxa-spiro[4.5]decan-8-one (2.0 grams, 12.8 mmole) and tosyl- 
35 methyl isocyanate (5.0 grams, 25.6 mmole) in dimethylfonmamide (25 ml) at 0°C was added 
1.0 M tBuOK in tButanol (25.6 mi) and stirrred at 0°C for 1 hour and room temperature over 
night The mixture was diluted with water and extracted with diethyl ether. The combined 
extracts were washed with water and brine, dried over MgS0 4 , filtered, and concentrated to a 
solid which was purified via flash chromatography on silica using 30% ethyl acetate/ hexane 
40 as eluent to give a solid (1.45 g). MW 167.209; MS (m/e) 168 (M + +1). 
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5 PREPARATION 2Q3 

C-(4.5-Dich loro-thioDhen-2-vn-methvlamlne 

To a stirred suspension of 2-(4,5-Dichloro-thiophen-2-ylmethyl)-isoindole-1,3-dione 
(0.770 grams, 2.47 mmole) in methanol (30 ml) and tetrahydrofuran (10 ml) at room 
temperature was added hydrazine hydrate (0,395 grams, 12.3 mmole) and stirrred at room 

10 temperature over night. A precipitate formed, and the mixture was concentrated to about 15 ml 
and filtered. The filtrate was poured into 100 ml water and extracted with diethyl ether. The 
combined extracts were washed with water and brine, dried over MgS0 4f filtered, and 
concentrated to an oil which was purified via flash chromatography on silica using 5% 
methanol/ methylene chloride as eluent to give an oil (0.341 g). MW 182.08; MS (m/e) 183 

15 (M*+1). 

PREPARATION m 
2-(4.5-DichlorQ-lhiophen-2>y lmethylHsoindole-1.3-dione 

To a stirred solution of (4,5-Dichloro-thiophen-2-yl)-methanol (0.660 grams, 3.60 
mmole), Phthalimide (0.636 grams, 4.32 mmole), and triphenyl phosphene (1.1 grams, 4.32 

20 mmole) in tetrahydrofuran (20 ml) at room temperature was added diethyl azodicarboxylate 
(0.395 grams, 12.3 mmole) and stirrred at room temperature over night The mixture was 
poured into 100 ml water and extracted with diethyl ether. The combined extracts were 
washed with 1 ft NaOH, water and brine, dried over MgS0 4l filtered, and concentrated to an 
oil from which triphenylphosphine was crystalized out using diethyl ether/hexane. The mother 

25 liquor was concentrated to give a solid which was purified via flash chromatography on silica 
using 30% ethyl acetate/ hexane as eluent to give a yellow solid. This was triturated in 
hexane to give a white solid (0.772 g). MW 312.18; MS (m/e) 313 (M + +1). 

PREPARATION 205 
(4.5-Dichloro-thioDhen-2-vl>-methanol 

30 To a solution of 4,5-Dichloro-thiophene-2-carboxylic acid (0.500 grams, 2.53 mmole) 

and thionyl chloride (1.0 ml) in methylene chloride (10 ml) was refluxed for 3 hours. The 
mixture was concentrated to remove solvent and diluted with 15 ml dioxane and sodium 
borohydride (0.143 grams, 3.8 mmole) and refluxed for 3 hours. The mixture was cooled to 0 
°C and 3 ml water was added dropwise. The mixture was poured into 100 ml water. This was 

35 extracted with diethyl ether, washed with 1N NaOH, water, and brine, dried over MgS0 4 , 
filtered and concentrated to an oil which was purified via flash chromatography on silica using 
30% ethyl acetate/ hexane as eluent to give an oil (0.671 g). MW 183.06; MS (m/e) 184 
(M*+1). 
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5 PREPARATION 2Qg 

4,$-DichiQrp-th(ophene^-carboyylic asld 
Into a solution of sodium hydroxide (19.2 grams, 48.0 mmole) in water (30 ml) and ice 
(120 g) at -10°C was bubbled Cl 2 gas until 14.4 g was obtained. The solution was warmed to 
50°C and H4,5-Dichloro-thiophen-2-yl)-ethanone (8.5 0 grams, 40.0 mmole) in dioxane (40 
10 ml) was added dropwise as the temperature rose to 80-90°C. This temperature was 
maintained for 30 minutes. The mixture was poured into 500 ml water. This was extracted 
with diethyl ether, and the aqueous was treated with NaHS0 3( then acidified to pH 1 with 
concentrated HCI. The resultant precipitate was filtered, and dried to give a white solid. (5.7 
g). MW 197.04; 1 H NMR (DMSO-d 6 ) d 7.731 (1 H, s). 
15 PREPARATION ?07 

1-(4.5-Dlchloro-thioDhen-2-vi)-ethanone 
To a solution of 1-Thiophen-2-yl-€thanone (5.0 grams, 40.0 mmole) in chloroform (50 
ml) at 20°C was added portionwise aluminum chloride (15.9 grams, 119.0 mmole). The 
mixture was stirred at 20 °C for 10 minutes and 1 M Cl 2 in carbon tetrachloride (120 ml) was 
20 added dropwise. The mixture was stirred at room temperature for 30 minutes and diluted with 
methylene chloride (300 ml) and washed with 1 N sodium hydroxide and water and dried over 
magnesium sulfate and concentrated to give a solid (8.5 g). MW 195.07; MS (m/e) 196 
(M + +1). 

PREPARATION 208 
25 2-Bromomethvl-3.5-dich1oro-thiophene 

A solution of 3,5-Dichloro-2-methyl-thiophene (1.3 grams, 7.8 mmole), NBS (1.4 
grams, 7.8 mmole) and benzoyl peroxide (0.065 g) in carbon tetrachloride (40 ml) was 
refluxed for 18 hours. The mixture was cooled to 0 °C, diluted with 40 ml hexane and filtered. 
The filtrate was concentrated to an oil which was purified via flash chromatography on silica 
30 using hexane as eluent to give an oil (1 .06 g). MW 245.95; MS (m/e) 246 (M + +1 ). 

PREPARATION 2Q9 
3.5-Dichloro-2-methvl4hiophene 
To a solution of 2-methylthiophene (7.0 grams, 70.0 mmole), in methylene chloride 
(50 ml) at room temperature was added S0 2 CI 2 dropwise. The mixture was stirred at room 
35 temperature over night diluted with hexane (300 ml), washed with 1H NaOH, water and brine, 
dried over MgS0 4 , filtered and concentrated to an oil which was purified via vacuum distillation 
to give an oil. This was further purified via chromatography on silica using hexane as eluent 
to give an oil (1.32 g). MW 167.06; MS (m/e) 166 (M + -1). 
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5 PREPARATION 210 

2-f3-Carbamovl-Phenoxv)-N-l2-chloro-benzvi^icotmic acid 
A solution of 2-(3-Carbamoyl-phenoxy)-N-(2-chIoro-ben2yl)-nicotinic acid ethyl ester 
(4.31 grams, 16.08 mmole) in ethanol (100 ml) and 1 U sodium hydroxide (40.21 ml) was 
refluxed for 4 hours. The mixture was concentrated to 1/3 volume, diluted to 300 ml with 
10 water, acidified to pH 3 with 1 N hydrochloric acid and filtered to isolate a white solid which 
was recrystalized from ethyl acetate/ hexane (3.8 g). M.P. 220-224°C; Anal, calcd. for 
Ci 3 H 10 N2O 4 : C, 60.45; H, 3.91; N, 10.85. Found: C, 61.70; H, 3.61; N, 10.69. 

PREPARATION 211 
3-Methoxv-N.N-dimethvl-benzamlde 
15 Into a solution of 3-Methoxy-benzoyl chloride (5.0 g) in methylene chloride (50 ml) at 

0 °C was bubbled in dimethylamine gas for 5 minutes. The mixture was stirred at 0 °C for 30 
minutes, diluted with 300 ml methylene chloride, washed with water, dried over MgS0 4 , 
filtered and concentrated to give an oil (4.8 g). MW 179.24; MS (m/e) 179 (M + ). 

PREPARATION 212 

20 2-[3-(2.2.2-Trlfluoro-1-hydroxy-ethyl)-Dhenoxy1-nicotlnic acid ethyl ester 

To a solution of 2-<3-Formyl-phenoxy)-nicotinic acid ethyl ester (2.0 grams, 7.4 
mmole) in 0.5 M_trimethyl(trifluoromethyl)silane (18 ml) in tetrahydrofuran (20 ml) at 0 °C was 
added tetrabutyl ammonium fluoride (0.050 g). The mixture was stirred at 0 °C for 1 hour. To 
the mixture was added 1.0 H hydrochloric acid (10 ml) and stirred at room temperature for 30 

25 minutes. The mixture was poured into 200 ml water and extracted with diethyl ether. The 
combined extracts were washed with saturated NaHC0 3 , and water, dried over magnesium 
sulfate and concentrated to give an oil which was purified via flash chromatography on silica 
using 60 % ethyl acetate/ hexane as eluent to give an oil (1.97 g). MW 341.31; MS (m/e) 341 
(M + ). 

30 PREPARATION 213 

2-Fluoro~4-f 1 -hvdroxv-1 ■methvi-ethvh-benzonitrile 

To a stirred suspension of CeCI 3 (4.7 grams, 19.0 mmole) in tetrahydrofuran (30 ml) 
at 0 °C was added dropwise 3.0 M methyl magnesium chloride (6.0 ml, 19.0 mmole). The 
mixture was stirred at 0 °C for 45 minutes and 4-Acetyl-2-fluoro-benzonitii!e (2.5 grams, 15.0 

35 mmole) in tetrahydrofuran (20 ml) was added dropwise. The mixture was stirred at 0°C for 1 
hour and quenched with 5 ml 2 U acetic acid added dropwise. The mixture was poured into 
200 ml water, acidified to pH 2 with 2 N acetic acid and extracted with ethyl acetate.. The 
combined extracts were washed with water and brine, dried over magnesium sulfate and 
concentrated to give an oil which was purified via flash chromatography o n sili ca using 5 0 % 

40 ethyl acetate/ hexane as eluent to give an oil (1.95 g). MW 179.21 ; MS (m/e) 179 (M*). 
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5 PREPARATION 314 

4-Acetyl-frflupro^gnronitrile 

A mixture of 4-Bromo-2-fluoro-benzonitrile (5.0 grams, 20.0 mmole), butyl vinyl ether 
(12.5 grams, 124.0 mmole), triethylamine (4.0 grams, 40.0 mmole), dppp (0.453 grams, 1.1 
mmole), Thallium acetate (5.8 grams, 22.0 mmole) and Pd(OAc) 2 (0.224 grams, 1.0 mmole) in 

10 dimethylfbrmamide (50 ml) under N2 was heated to 90 °C for 3 hours. An additional 0.453 g 
dpp and 0.244 g Pd(OAc) 2 was added and the mixture was heated to 90 °C for 4 hours. The 
mixture was cooled to room temperature, 25 ml 2 N hydrochloric acid was added and the 
mixture was stirred at room temperature for 30 hours. The mixture was poured into 300 ml 
water and extracted with diethyl ether. The combined extracts were washed with water and 

15 brine, dried over magnesium sulfate and concentrated to give an oil which was purified via 
flash chromatography on silica using 30 % ethyl acetate/ hexane as eluent to give an oil (2.5 
g). 1 H-NMR (CDCI 3 ): 8 2.63 (s, 3H), 7.73 (m, 2H), 7.81 (m, 1H). 

PREPA RATION 21$ 
4-Oxo-cvclohexanecarbonitrlle 

20 A solution of 1 ,4-Dioxa-spiro[4.5]decane-8-carbonitrile (2.0 grams, 12.8 mmole) and 2 

H hydrochloric acid (21.0 grams, 42.0 mmole) in tetrahydrofuran (30 ml) at room temperature 
was stirred over night The mixture was diluted with ethyl acetate, washed with water and 
brine, dried over MgS0 4 , filtered, and concentrated to an oil which was purified via flash 
chromatography on silica using 10% ethyl acetate/ hexane as eluent to give an oil (0.800 g). 

25 MW 123.15. 

PR EPARA TIO N 216 
2-[4^1-Hydroxy-1-methYl^thYl^ 

To a stirred solution of 2-(4-Hydroxymethyl-cyclohex-3-enyl)-propan-2-ol (5.765 
grams, 34.270 mmole), Phthalimide (6.50 grams, 44.208 mmole), and triphenyl phosphene 
30 (11.60 grams, 44.208 mmole) in tetrahydrofuran (200 ml) at room temperature was added 
DIAD (9.010 grams, 44.552 mmole) dropwise, and the peach mixture was stirrred at room 
temperature over night The mixture was quenched with 150 mi water and extracted with 2 X 
100 ml ethyl acetate. It was then concentrated to a yellow residue. This was taken up in 
diethyl ether, diluted with hexane, chilled and filtered. The crude product was purified via flash 
35 chromatography on silica using 50% ethyl acetate/ hexane as eluent to give a yellow gum 
(5.73 g). MW 299.373; MS (m/e) 279 (M*-18). 

P REPARA TI ON 21 7 
2WBenzori.31dloxol-5-vloxv)-nlcotinlc acid ethvl ester 
A solution 2-Chloro-nicotinic acid ethyl ester (5.0 grams, 27.0 mmole), cesium 
40 carbonate (2.96 grams, 67.5 mmole) and Benzo[1,3]dioxol-5-ol (4.19 grams, 29.7 mmole) in 
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5 dimethylfbrmamide (80 ml) was heated to 65°C for 10 hours. The mixture was diluted with 
water and extracted with ethyl acetate. The combined extracts were washed with water and 
brine, dried over MgS0 4 , filtered, and concentrated to a solid (7.0 g). MW 287.275. 

PREPARA TIO N 21 3 
2-r4^1-Hvdroxv-l4nethvl-efr 
10 To a stirred solution of 2-(4-Hydroxymethyl-cyclohex-3-enyl)-propan-2-cl (5.765 

grams, 34.270 mmole), Phthalimide (6.50 grams, 44.208 mmole), and triphenyl phosphene 
(11.60 grams, 44.208 mmole) in tetrahydrofuran (200 ml) at room temperature was added 
DIAD (9.010 grams, 44.552 mmole) dropwise, and the peach mixture was stirrred at room 
temperature over night. The mixture was quenched with 150 ml water and extracted with 2 X 
15 100 ml ethyl acetate. It was then concentrated to a yellow residue. This was taken up in 
diethyl ether, diluted with hexane, chilled and filtered. The crude product was purified via flash 
chromatography on silica using 50% ethyl acetate/ hexane as eiuent to give a yellow gum 
(5.73 g). MW 299.373; MS (m/e) 279 (M*-18). 

PREPARATION 219 

20 2>r4>Aminomethvl>cvclohBx-3-enylUpropan.2-Ql 

A solutoin of 0.3 M methanolic hydrazine hydrate was prepared by adding hydrazine 
hydrate (1.96 g) to 204 ml methanol. This was added to 2-[4-(1-Hydroxy-1-methyl-ethyl)- 
cyclohex-1-enylmethyl]-isoindole-1,3-dione (5.73g, 19.140 mmole) and stirred at room 
temperature over night 5% hydrochloric acid was added and a precipitate was formed over 
25 two hours, which was filtered through celite and washed with water. The filtrate was poured 
into water and extracted with diethyl ether. The aqueous layer was basified to pH= 9 with 
sodium hydroxide and extracted with diethyl ether. The combined extracts were washed with 
water and brine, dried over MgS0 4 , filtered, and concentrated to an oil which solidified on 
standing (0.188 g). M.P. 95-97 °C; MW 169.269. 
30 The compounds in Preparations 220-228 were synthesized in a manner analogous to 

that of Preparation 23 substituting the indicated phenol. 

Preparation 220 
2-/3^xo-indan-5-vloxvl-nicotlnic acid ethvl ester. 
Prepared using 6-hydroxy-indan-1-one ( Phialas et al. J. Chem. Soc. Perkin Trans. 1, 
35 4, 1984, 687-695). MS (m/e): 297 (M + ). 

Preparation 221 

2-f2-Methvl>benzothiazo1>5-vloxvWnicotinic acid ethyl ester. 
Prepared using 2-methyl-5-benzothiazolol. MS (m/e): 314 (M*) 
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5 Preparation 222 

2-(2-Methvl-benzothiazol^-vloxvlnicotinic acid ethyl ester. 
Prepared using 2-methyl-6-benzothiazolol (Tardieu et. al. Helv. Chim. Acta, 75, 4, 
1992, 1185-1197). MS (m/e): 314 (M + ). 

Preparation 223 

10 2-(Benzothiazol-6-vloxv)-nicotmic acid ethvl ester. 

Prepared using benzothiazol-6-ol (El'tsov et. al. J. Gen. Chem. USSR 51, 1981, 1822- 
1831). MS (m/e): 301 (M + +1, 100). 

Preparation 224 
2-(Benzopya2Ql-g-ylQXy)-niC0tinic acjcj ?thy| e$fer t 

15 Prepared using benzoxazol-6-ol (Cole et. al. Aust. J. Chem. 39, 2, 1986, 295-301). 

MS (m/e): 284 (M*) 

Preparation 225 
2-(3-Acetyl -4-chloro-phenoxy)-nicotinic acid ethyl ester. 

Prepared using 3-acetyl-4-chIorophenol. MS (m/e): 319 (M + ) 
20 Preparation 226 

2-(3-Acetyl-5 -chlorQ-phenoxv\-nlcotinic acid ethvl ester. 

Prepared using 1-(3-chloro-5-hydroxy-phenyl)-ethanone. MS (m/e): 319 (M*) 

Preparation 227 

2-(3-Methyl-benzo-fd)isoxazol-5-yloxy)-nicotlnlc acid ethyl ester. 

25 Prepared from 5-hydroxy-3-methyl-benzo(d)isoxazole. MS (m/e): 299 (M + +1 , 100). 

Preparation 228 

2-(3-Methvl-benzo-(d»soxazol>7-vloxv)-nicotinic acid ethvl ester 

Prepared from 7-hydroxy-3-methyl-benz(d)isoxazole. MS (m/e): 298 (M*) 

Preparation 229 

30 2-{ 2 l 3-Di h ydr o-ben^of1,4iciioxin'g-yloyy)"nicotinic acid ethyl wter 

Prepared from 2,3-Dihydro-benzo[1,4]dioxin-6-ol (Biosci. Biotech. Biochem., 56(4), 
1992,630-635) 

MS: m/e 302 (M + +1) 

Preparation 230 

35 3-acetyi-4-chlorophenol 

A mixture of 3-acetyl-4-chioroanisole (6.3 g t 0.03 mol.), (Atkinson et. al. J. Med. 
Chem. 26, 10, 1983, 1353-1360) and pyridine hydrochloride (19.4 g, 0.17 mol.) was heated at 
220°C for 2 hrs. The mixture was poured into water (200mL) and extracted with ethyl acetate 
(2X200mL). The organic extracts were combined, washed with water (40mL), brine (40mL), 
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5 dried (MgS0 4 ) and concentrated to give an oil. Chromatography on Silica Gel eluting with 
ethyl acetate/hexanes (1:1) gave 5.1 g oil. MS (m/e): 172/170 (M\ 100). 

Preparation 231 

7-hydroxv-3-methvl-benz(d)isoxazole 

A mixture of 7-methoxy-3-methyl-benz(d)isoxazole (2.9 g, 0.017 mmol.) (Borsche et. 
10 al. Justus Liebigs Ann. Chem. 570, 1950, 155, 163) in glacial acetic acid (15 mL) and 48% 
hydrobromic acid (15 mL) was refluxed for 6 hrs. The mixture was concentrated to give 4.0 g 
solid. MS (m/e): 227/229 (M + +HBr), 149(M*). 

Preparation 233 
H3>chloro-5-hvdroxv-phenvn^thanone 
15 A mixture of 1-(3-chloro-5-methoxy-phenyl)-ethanone (14.3 g, 0.08 mol.) and pyridine 

hydrochloride (44.8 g t 0.39 mol.) was heated at 220°C for 2 hrs. The mixture was poured into 
water (200 mL) and extracted with ethyl acetate (2X200 mL). The organic extracts were 
combined, washed with water (40 mL), brine (40 mL) and concentrated to give an oil. Flash 
Chromatography on Silica Gel eluting with ethyl acetate/hexanes (1:1) gave 6.6g solid. MS 
20 (m/e): 170/172 (M + ). 

Preparation 233 
l-f3-ch1oro-5-methoxv-phenvl^-ethanone 

A mixture of trifluoromethanesulfonic acid 3-chloro-5-methoxy -phenyl ester (26.5 g, 
0.091 mol.), butyl vinyl ether (59 mL, 0.46 mol.), 1,3-Bis(diphenyl-phosphinopropane) (1.1 g, 
25 0.003 mol.), palladium acetate (0.51 g, 0.002 mol.) and triethylamine (28 mL, 0.20 mol.) in 
dimethylforamide (90 mL) was heated at 80°C for 4 hrs. The mixture was poured into water 
(400 mL) and extracted with diethyl ether (2X400 mL). The organic extracts were combined, 
washed with 1N hydrochloric acid (80 mL), 1N sodium hydroxide (80 mL), water (80 mL), 
brine (80 mL), dried (MgS0 4 ) and concentrated to give an oil. Flash Chromatography on Silica 
30 Gel eluting with ethyl acetate/hexanes (1:9) gave 14.3 g solid. MS (m/e): 184/186 (M*). 

Preparation 234 

Trifluoromethanesu lfonic acid 3-chloro-5-methoxv -phenyl ester 

To a stirred solution of 3-chloro-5-methoxy phenol (15g, 0.09 mol.), triethylamine (31 
mL, 0.23 mol.) and 4-<limethylaminipyridine (1.1g, 0.009 mol.) in methylene chloride (200mL) 
35 at -78°C was added dropwise, trifluoromethanesulfonic anhydride (20 mL, 0.118 mol.). The 
mixture was allowed to slowly warm to room temperature over 2 hrs., then diluted with 
methylene chloride (400 mL) and washed with water (100 mL), dried (MgS0 4 ) and 
concentrated to give an oil. Flash Chromatography on Silica Gel eluting with ethyl 
acetate/hexanes (1:9) gave 26.6 g oil. MS (m/e): 290 (M + ). 
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5 Preparation 235 

5-hvdroxv-3-methvUbenzord^isQxa2Ql e 

A mixture of 5-Methoxy-3-methyl-benzo(d)isoxazole (4.9g, 0.03 mol.) in 48% 
hydrobromic acid (20 mL) and acetic acid (20 mL) was refluxed for 4 hrs. The mixture was 
concentrated to give 6.2g solid. MS (m/e): 149 (M*). 
1 o Preparation 333 

S-IViethoxv-3-methvl4ien2ord)isoxa M |e 

A mixture of 1-(2-Hydroxy-5-methoxy-phenyl)-ethanone-0-acetyl oxime (15.3g, 0.069 
mol.) in pyridine (50 mL) was refluxed for 4 hrs. The mixture was poured into water (800 mL), 
acidified with concentrated hydrochloric acid to pH 1, then extracted with ethyl acetate (2X800 
15 mL). The organic extracts were combined, washed with 1 N hydrochloric acid (100 mL), 1N 
sodium hydroxide (100 mL), water (100 mL), brine (100 mL), dried (MgS0 4 ) and concentrated 
to give an oil. Flash Chromatography on Silica Gel eluting with ethyl acetate/hexanes (1:2) 
gave 5.9 g solid. MS (m/e): 163 (M + ). 

Preparation 337 

20 1-f2-Hydroxy»5-methoxy-phenyi)-eth anone-Q-acetyl oxime 

A mixture of 1-(2-Hydroxy-5-methoxy-phenyl)-ethanone oxime (13.7g, 0.076 mol.) and 
acetic anhydride (50 mL) was heated at 50°C for 10 min. The mixture was cooled to 0°C, 
filtered, and the filtrant washed with water (50 mL) and dried to give 15.5g solid. MS (m/e): 224 
(M + +1), 164 (100). 
25 Preparation 238 

1^2-Hvdroxv>5-methoxv-phenvl^-ethanoneQYimft 
A mixture of 2-Hydroxy-5-methoxyacetophenone (15.0g, 0.09 mol.), potassium 
hydroxide (23.6g, 0.36 mol.) and hydroxylamine hydrochloride (9.4g, 0.14 mol.) in water (300 
mL) was refluxed for 2 hrs. The mixture was poured into ice and acidified with 1N hydrochloric 
30 acid to pH 1. The resulting precipitate was filtered and dried to give 13.7g solid. MS (m/e): 182 
(M + +1, 100). 

The compounds in Preparations 238-247 were synthesized in a manner analogous to 
that of Preparation 45. 

Preparation 239 

35 2-(3-Oxo-indan-5-yloxy)-nicotinic acid 

MS (m/e): 269 (M + ) 

Preparation 24P 

2>(2-Methvl-benzothiazol>5-.vloxv^nicotinic acid 
MS(m/e):287(M + +1, 100) 
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5 Preparation 241 

^■Methyl-benzothia zol-S-vloxvl-nlcotlnlc acid 

MS (m/e):287(M + +1, 100) 

Preparation 242 
2-{Benzothia2ol-6-vloxvl-nicotinic acid 

10 MS (m/e): 273 (M*+1) 

Preparatjpn 24? 
2-(Benzooxazol-6-vloxv)-nicotinic acid 

MS (m/e): 256 (M*), 211 (100) 

Preparation 244 

15 2.f3.Acetvl-4-chloro-Dhenoxvl-nicotinic acid 

MS (m/e): 292/290 (M + . 100) 

Preparation 245 

?-f3-Aceh/l-5-chloro-phenoxvt-nicotinic acid 

MS (m/e): 292/290 (M\ 100) 
20 Preparation 246 

2^3.Methvi.benzo-fdtisoxazQl-5-vloxv>-nicQtinic acid 
MS (m/e): 270 (M*+1, 100) 

Preparation 247 
2-^-Methvl-b enzo-/dtisoxazol-7-vlQXV>-niC0tlniC acid 
25 MS(m/e):270(M + +1, 100) 

Preparation 248 
2-(2.3-Dihvdro -benzof1 .41dioxin-6-vloxv>-nicotinic acid 
MS: m/e274(M*+l) 

Preparation 249 

30 (S)-M.144-Am inomethvl-phenvn-ethanol. 

To a stirred solution of (S)-(-)-4-(1-Hydroxy-ethyl)-benzonitrile (2.2 g, 0.015 mol.) in 
tetrahydrofuran (20 mL) at 0°C was added dropwise a 1.0M solution of lithium aluminium 
hydride in tetrahydrofuran (45 mL, 0.045 mol.). The mixture was refluxed for 30 min. then 
cooled to 0°C then quenched with methanol (5 mL) added dropwise. The mixture was diluted 
35 with chloroform (300mL) and washed with water (40 mL). The resulting suspension was 
filtered through Celite and the organic extract of the filtrate separated, dried (MgS0 4 ) and 
concentrated to give 2.0 g solid. a D (CHCI 3 ) - 40.3°. 
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5 Preparation 250 

(S)-(-)-4-(1-Hydroxy-ethyl)-benzonitrile. 

To a stirred solution of 4-acetylbenzonitrile (3.0g, 0.021 mol.) and a solution of 1.0 M 
(R)-2-Methyl-CBS-oxazaborolidine in toluene (1.0 mL, 0.001 mol.) in tetrahydrofuran (50 mL) 
at room temperature was added dropwise a solution of 2.0M Borane-Dimethylsulfide complex 

10 in tetrahydrofuran (9.0 mL, 0.017 mol.) over 30 min. The mixture was stirred at room 
temperature for 1 nr., cooled to 0°C, then quenched with methanol (10 mL) added dropwise. 
The volume was reduced by half, diluted with diethyl ether (300 mL) and washed with pH 4 
buffer (40 mL), water (40 mL), brine (40 mL), dried (MgS0 4 ) then concentrated to give an oil. 
Flash Chromatography on Silica Gel eluting with ethyl acetate/hexane (2;3) to give 2.2 g clear 

15 oil. a D (CHCI 3 )- 40.0° 

Preparation 251 
(RtW-H-l^-Aminomethvl-phenyi^th^noi, 

Prepared in an analogous manner to that of Preparation 247 starting with (R)-(+)-4-(i- 
Hydroxy-ethyl)-benzonitrile which is obtained from 4-acetylbenzonitrile using 1.0 M (S)-2- 
20 Methyl-CBS-oxazaborolidine in toluene in an analogous fashion as in Preparation 248. 

Preparation 2S2 
rfi30$-2-(Aminomethvl-cvr,lohexvl). P ro pa n.?^| i 

A mixture of frans-(4-(1-Hydroxy-1-methyl-ethyl)-cyclohexylmethyl)-carbamic acid 
benzyl ester (8.3 g, 0.027 mole) and Pearlman's catalyst (400 mg) in ethyl acetate (100 mL) 
25 and methanol (25 mL) was shaken in a Parr Apparatus under 40 psi hydrogen at room 
temperature for 1 hr. The mixture was filtered through Celite and the filtrate concentrated to 
give 5.1 g white solid. MS (m/e): 171 (M + , 100). 

Preparation 2S3 

rr9ng-(4-(1-Hvdroxv-1-methvl-ethvn.cvcloh fl x vlmethvh^ a rbamlc ar.M fagflzyj 

30 ester. 

A mechanically stirred suspension of anhydrous cerium (III) chloride (29.8 g, 0.12 
mol.) in tetrahydrofuran was refiuxed for 10 min., cooled to 0 6 C, and a solution of frans-4- 
(Benzyloxycarbonylamino-methyl)-cyclohexanecarboxylic acid ethyl ester (35.8 g, 0.11 mol.) 
in tetrahydrofuran (200 mL) was added dropwise fbllwed by a solution of 3.0 M 
35 methylmagnesium chloride (121 mL, 0.363 mol.) in tetrahydrofuran added dropwise. The 
mixture was stirred at 0°C for 1 hr.. then quenched with 2N acetic acid added dropwise. The 
mixture volume was reduced by half, poured into water (800 mL) and acidified with 2N acetic 
acid to pH 3. then extracted with ethyl acetate (2 X 800 mL). The organic extracts were 
combined, washed with sodium bicarbonate (100 mL), water (lOOmL), brine (100 mL), dried 
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5 (MgS0 4 ), and concentrated to give an oil. Flash Chromatography on Silica Gel eluting with 
ethyl acetate/hexanes (2:3) gave 8.34 g solid. MS (m/e): 323 (M*+NH 3 , 100) 

Preparation 254 

trans4-(PenzYlPXvearbon^^^ acM ^ yt 

ester. 

10 To a stirred solution of fra/7S-4-Aminomethyl-cyclohexanecarboxylic acid ethyl ester 

(23.8 g, 0.11 mol.) and triethylamine (34 mL, 0.24 mol.) in dioxane (100 mL) at room 
temperature was added N-{Benzyloxycarbonyloxy)succinimide (26.7 g, 0.11 mol.). The 
mixture was stirred at room temperature for 18 hr, poured into water (800 mL) and extracted 
with ethyl acetate (2 X800 mL). The organic extracts were combined, washed with 0.5 N 
15 sodium hydroxide (100 mL). 0.5 N hydrochloric acid (100 mL), water (100 mL), brine (100 
mL), dried (MgS0 4 ), and concentrated to give 36.0 g solid. MS (m/e): 337 (M + +NH 3 , 100). 

Preparation 355 
(Rl^'frans-I^Aminomethvl-cvcloheyyi^th^nfti, 
A mixture of (R)-(-Htrans-4-(1-Hydroxy-ethyl-)cyclohexylmethyl)carbamic acid benzyl 
20 ester (870 mg f 2.98 mmol.) and Pearlman's Catalyst (100 mg) in ethyl acetate (100 mL) and 
methanol (25 mL) was shaken in a Parr Apparatus under 40 psi hydrogen at room 
temperature for 1 hr. The mixture was filtered through Celite and the filtrate concentrated to 
give 484 mg oil. a D (CHCI 3 ) - 1.6° 

Preparation 256 

25 (RH-Hfref?s^i^ acid banaj refer, 

To a stirred solution of (fra/?s*4-Acetyl-cyclohexylmethyl)-carbamic acid benzyl ester 
(1.0 g, 3.46 mmol.) and (S)-2-Methyl-CBS-oxazaborolidine monohydrate (102 mg, 0.34 mmol.) 
in tetrahydrofuran (15 mL) at 0°C was added dropwise a 2.0 M solution of Borane- 
Dimethylsulfide complex (1.4 mL, 2.77 mmol.) in tetrahydrofuran over 20 min. The mixture 

30 was stirred at 0°C for 30 min„ then quenched with methanol (10 mL). the mixture volume was 
reduced by half, poured into water (200 mL) and extracted with ethyl acetate (2 X 200 mL). 
The organic extracts were combined, washed with pH 4 buffer (40 mL) f water (40 mL), brine 
(40 mL), dried (MgS0 4 ) and concentrated to give an oil. Flash Chromatography on Silica Gel 
eluting with ethyl acetate/hexanes (1:1) gave 870 mg solid oo (CHCI 3 ) - 0.8° 

35 Preparation 3$7 

(tfans^-AcQtvl-cvclohexvlmethvlUcarbamic aci d benzyl ester 
To a stirred solution of (frans-4-(Methoxy-methyl-carbamoyl)-cyciohexylmethyl)- 
carbamic acid benzyl ester (5.8 g, 0.017 mol.) in tetrahydrofuran (100 mL) at 0°C, was added 
dropwise a solution of 3.0M Methylmagnesium chloride in tetrahydrofuran (13 mL, 0.038 moL). 

40- The-mi)mrr^^^ - 



WO 98/45268 



PCT/IB98/00315 



-106- 

5 The mixture was poured into water (300 mL) and extracted with ethyl acetate (2 x 300 mL). 
The organic extracts were combined, washed with 0.5 N hydrochloric acid (80 mL), water (80 
mL), brine (80 mL), dried (MgSO<) and concentrated to give an oil. Flash Chromatography on 
Silica Gel eluting with ethyl acetate/hexanes (2:3) gave 2.0 g solid. MS (m/e): 307 (M + +NH 3 , 
100). 

10 Preparation 258 

(frarys^Mfithoxv-methvl-carbamovn^vclohexvlmethyl ^ arbamic afild fr »T1*Vl 

ester. 

To a stirred solution of frans-4-(Benzyloxycarbonylamino-methyl)-cyclohexane 
carboxylic acid (16.7 g, 0.057 mol.), N.O-dimethylhydroxylamine hydrochloride (6.2 g, 0.063 

15 mol.), triethylamine (9 mL, 0.063 mol.) and 1-hydroxy-benzotriazole hydrate (8.5 g, 0.063 mol.) 
in dimethylformamide (200 mL) at room temperature was added 1-(3-(dimethylamino)-propyl)- 
3-ethylcarbodiimide hydrochloride (13.1 g, 0.068 mol.). The mixture was stirred at room 
temperature for 72 hrs. f poured into water (800 mL) and extracted with ethyl acetate (2 X 800 
mL). The organic extracts were combined, washed with 1N sodium hydroxide (80 mL), 1N 

20 hydrochloric acid (80 mL), water (80 mL), brine (80 mL), dried (MgS0 4 ) and concentrated to 
give an oil. Flash Chromatography on Silica Gel eluting with ethyl acetate/hexanes (3:2) gave 
5.8 g oil. MS (m/e): 352 (M*+NH 3l 100). 

Preparation 259 

frans-4-fBenzvloxvcarbonvlamino-methyi)-c yclohexane carboxy lic acid, 
25 To a stirred solution of frans-4-(Aminomethyl)-cyclohexane carboxylic acid (10.0 g, 

0.063 mol.) and potassium carbonate (30.5 g, 0.22 mol.) in dioxane (200 mL) and water (200 
mL) at room temperature was added benzyl chloroformate (11 mL, 0.08 mol.). The mixture 
was stirred at room temperature for 18 hrs., poured into water (800 mL) and washed with 
diethyl ether (800 mL). The aqueous extract was acidified and the resulting precipitate filtered 
30 and dried to give 16.7 g white solid. MS (m/e): 309 (M + +NH 3l 100). 

Mass spectra were determined by the GC-MS, AMPI, APCI or thermospray method. 
All % H NMR were taken on 400 MHz instruments. 

EX A M PLE 1 

2-(4-Fluoro-phenoxvWN-thiophen-2>vlm e thyUni cotinamid e 

35 To a stirred solution of 2-(4-Fluoro-phenoxy)-nicotinic acid (0.300 grams, 1.29 

mmole) and NMM (0.137 grams, 1.35 mmole) in dry methylene chloride (15 ml) at -10°C was 
added isobutyl chloroformate (0.164 grams, 1.35 mmole). After 30 minutes at -10°C 2- 
aminomethylthiophene (0.152 grams, 1.35 mmole) was added and the mixture was allowed to 
warm to room temperature over night The mixture was poured into water and extracted with 

40— -ethyracetate— Then^^ 
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5 dried over MgS0 4 , filtered, and concentrated to give a clear oil that was purified by 
chromatography on silica gel eluting with 30% ethyl acetate/ hexane to give a solid. 
Recrystalization from ethyl acetate/ hexane gave white crystals (0.326 g). M.P. 89-91 °C; MS 
(m/e)329(M*+1). 

The compounds of Examples 2-9 were prepared according to the procedure of 
10 Example 1 substituting the corresponding amine for 2-aminomethylthiophene. The duration of 
reaction was between 1 and 24 hours. 

EXAMPLES 

2-f4-Fluoro-Dhenoxv>-N-furan-2-vlmethvl-nlcotinamidB 

M.P. 71-73°C; Anal, calcd. for C 17 H 13 N 2 0 3 F: C, 65.38; H, 4.20; N, 6.97. Found: C, 
15 65.53; H, 4.34; N, 9.31. 

E XAM P LE 3 

fRlM2-f4-Fluoro-Dhenoxv).N-ri-<4-methoxv-phcnv»-ethvll.ni eotinam»de 

M.P. 101-103°C; Anal, calcd. for C 12 H 19 N 2 0 3 F: C, 68.84; H, 5.23; N, 7.65. Found: 
C.68.46, H, 5.20; N, 7.62. 
20 EXA MPLE 4 

fSM-H2-f4-Fluoro-Dhenoxv>-N-ri-f4.methoxv-phenvtl-cthyq.n icotinamlde 
M.P. 97-99°C; Anal, calcd. for C 21 H 19 N 2 0 3 F: C, 68.84; H, 5.23; N, 7.65. Found: 
C68.84; H, 5.17; N, 7.71. o D = +54.2° (C=0.2, chloroform) 

EXAMPLE 5 

25 N-f2-Chloro -6-fluoro»benzyl)-2-(4-fluoro-phenoxy)-nicotinamide 

M.P. 115-118°C; Anal, calcd. for C 19 H 13 N 2 0 2 F 2 CI: C, 60.89; H, 3.50; N, 7.47. Found: 
C, 60.63; H, 3.45; N, 7.38. 

EXAMPLE 6 

fSM-)2-f4-Fluoro-phenoxv)-N-(1-thioDhen-2.vl-ethvn.nicotinamide 

30 M.P. 59-61 0 C; Anal, calcd. for C 1B H 1S N 2 S0 2 F: C, 63.14; H, 4.42; N, 8.18. Found: C, 

63.21; H, 4.34; N, 8.16. cx D = -26.5° (O0.3, chloroform) 

EXAMPLE 7 

fRHt>2-r4-Fluoro-Dhenoxv>-N-f1-thioDhen.2-vl-ethvh-nicotinamirii» 

M.P. 60-62°C; Anal, calcd. for C 18 H 15 N 2 S0 2 F: C, 63.14; H, 4.42; N, 8.18. Found: C, 
35 62.75; H, 4.27; N, 8.06. o D = +26.2° (C=0.4, chloroform) 
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5 EXAMPLES 
N-rH5-Chloro-thlophen-2-vltethv^^^ 
MP. 87-89°C; Anal, calcd. for C 18 H 14 N 2 S0 2 CIF: C, 57.37; H, 374; N, 7.43. Found: C, 
57.51; H, 3.68; N, 7.48. 

EXAMPLES 

10 N-f2-Chloro-benzvl)-2-t4-fluoroH)henoxvWnicotinamlde 

M.P. 118-120°C; Anal, calcd. forC 19 H 14 N 2 0 2 CIF: C, 63.96; H, 3.95; N, 7.85. Found: C, 
63.54; H, 3.96; N, 7.72. 

EXAMPLE; 1P 

N-(2-Chloro-benzvl)-2-(2.4-difluoro-Dhenoxy Vnicotgnamide 

15 To a stirred solution of 2-(2,4-difluoro-phenoxy)-nicotinic acid (0.300 grams, 1.19 

mmole) and NMM (0.133 grams, 1.31 mmole) in dry methylene chloride (15 ml) at -10°C was 
added isobutyl chloroformate (0.202 grams, 1.31 mmole). After 20 minutes at -10°C 2- 
chlorobenzylamine (0.202 grams, 143 mmole) was added and the mixture was allowed to 
warm to room temperature over night. The mixture was poured into water and extracted with 

20 ethyl acetate. The combined organics were washed with 1 U NaOH, water and brine, dried 
over MgS0 4l filtered and concentrated to give a clear oil that was purified by chromatography 
on silica gel eluting with 30% ethyl acetate/ hexane to give a solid. Recrystalization from ethyl 
acetate/ hexane gave a solid (0.295 g). M.P. 122-124°C; Anal, calcd. for C 19 H 13 N 2 0 2 F 2 CI: C, 
60.89; H, 3.50; N, 7.47. Found: C, 60.77; H, 3.44; N, 7.38. 

25 EXAMPLE 11 

N-(2-Chloro-benzvl)-2>f3-fluoro-Phenoxv)-nicotinamidfi 
To a stirred solution of 2-(3-Fluoro-phenoxy)-nicotinic acid (0.300 grams, 1.29 mmole) 
and NMM (0.144 grams, 1.41 mmole) in dry methylene chloride (15 ml) at -10°C was added 
isobutyl chloroformate (0.193 grams, 1.41 mmole). After 20 minutes at -10°C 2- 

30 chlorobenzylamine (0.219 grams, 1.55 mmole) was added and the mixture was allowed to 
warm to room temperature over night The mixture was poured into water and extracted with 
ethyl acetate. The combined organics were washed with 1 jsi NaOH, water and brine, dried 
over MgS0 4 , filtered and concentrated to give a solid that was purified by chromatography on 
silica gel eluting with 30% ethyl acetate/ hexane to give a white solid. Recrystalization from 

35 ethyl acetate/ hexane gave a solid (0.328 g). M.P. 1 15-1 17°C; Anal, calcd. for C 19 H 14 N 2 0 2 CIF: 
C, 63.96; H, 3.95; N, 7.85. Found: C, 64.04; H, 3.92; N, 7.85. 

EXA MP L E 12 

N-f2-Chloro : benzv»-2-(pvrldln-3-vloxv^nicotinamlde 
To a stirred solution of 2-(pyridin-3-yloxy)-nicotinic acid (0.300 grams, 1.39 mmole), o- 



40 chlorobenzylamine (0.216 grams, 1.53 mmole), and 1-hydroxybenzotriazole hydrate (0.207 
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5 grams, 1.53 mmole) in dry dimethylformamide (15 ml) was added (3-(dimethylamino)-propyl)- 
3-ethylcarbodimide hydrochloride (0.319 grams, 1.67 mmole) and stirred over night. The 
mixture was diluted with 200 ml ethyl acetate washed with 1 H NaOH, water and brine, dried 
over MgS04, filtered and concentrated to give an oil that was purified by chromatography on 
silica gel eluting with 5% methanol/methylene chloride. Recrystalization from ethyl acetate/ 
10 hexane gave a white solid (0.275 g). M.P. 123-125°C; Anal, calcd. for C 18 H 14 N 3 0 2 CI: C. 
63.63; H, 4.15; N, 12.37. Found: C, 63.19; H, 3.85; N, 11.67. 

The compounds of Examples 13-44 were prepared according to the procedure of 
Example 12 substituting the corresponding amine for o-chlorobenzylamine. The duration of 
reaction was between 1 and 24 hours. 

15 EXAMPLE 13 

N-(4-Methvl-benzvn-2-fDvridin-3-vlQxv>- nicot8namlcl ff 

MP. 91-93°C; Anal, calcd. for C 19 H 17 N 3 0 2 : C, 71.46; H, 5.37; N, 13.16. Found: C, 
71.51; H, 5.40; N, 13.26. 

EXAMPLE 14 

20 N-ri-f5-Chloro-thiODhen-2-vl>-ethvn-2-fp yridin-3.yloifv).ntcotinamlrii> 

M.P. 74-76°C; Anal, calcd. for C 17 H 14 N 3 S0 2 CI: C. 56.75; H, 3.92; N, 11.68. Found: C, 
56.54; H.4.06; N, 11.80. 

EXAMPLE 15 
N-Furan-2-vlmethvl-2-fDvridtn-3.vloxvt.nlcotln a miric 

25 M.P. 84-86°C; Anal, calcd. for C 16 H 13 N 3 0 3 : C, 65.08; H, 4.44; N, 14.23. Found: C. 

65.04; H, 4.50; N, 14.55. 

EXAMPLE 16 

N-f5-Chloro-thioDhen-2-vlmethvn-2-fDvridin-3-vlo xvt.nicotinamirip 

M.P. 110-112°C; Anal, calcd. for C 16 H 12 N 3 S0 2 CI: C, 55.57; H. 3.50; N, 12.15. Found: 
30 C, 55.23; H, 3.57; N, 12.45. 

EXAMPLE 17 

N-fl-fg-Methvl-thiophen^-vn-ethvn^-fDvridln^-vioxvt-ntentinanr,^? 
M.P. 162-164°C; MS (m/e) 340 (M*+1). 

EXAMPLE 18 

35 N-(5-Methvl-thiophen-2-vlmethvn-2-<Dvridin-3-vioxvWni C otinamiri ? 

M.P. 1 1 1-1 13°C; Anal, calcd. for C 17 H 15 N 3 S0 2 : C. 62.75; H, 4.65; N. 12.91. Found: C, 
62.77; H, 4.67; N, 12.50. 
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5 EXAMPLE 19 

N-fg-IVIethvl-fMran-2-vlmethv»-2-<Pvridin.3.vloyvUnir»ti^ simM o 

M.P. 65-67 6 C; Anal, calcd. for C 1T H 15 N 3 0 3 : C, 66.01; H, 4.89; N, 13.58. Found: C, 
65.77; H, 4.90; N. 13.28. 

EXAMPLE 20 

10 N-(3-|V| g thvl-thiophen-2-vlmethvn-2-<D V ridin.3. viox V Unir ; ntin a ^ j^ ? 

M.P. 89-91°C; Anal, calcd. for C 17 H 15 N 3 S0 2 : C, 62.75; H, 4.65; N, 12.91. Found: C, 
62.71; H, 4.64; N, 12.80. 

EXAMPLE 21 

N^-Chloro-thlophen^-vlmethyn^-fpyridin-a- vloxvUnifintin a m j^ff 

15 M.P. 118-120X; Anal, calcd. for C 1S H 12 N 3 S0 2 CI: C, 55.57; H, 3.50; N, 12.15. Found: 

C, 55.50; H, 3.89; N, 11.37. 

EXAMPLE 22 

N-Benzon?UhiODhen-2-vlmethvl-2.fpvridifi.3-y ioxvUniftnKp flm ^ f 

M.P. 93-95°C; Anal, calcd. for C 20 H 15 N 3 SO 2 : C, 66.47; H, 4.18; N, 11.63. Found: C, 
20 66.00; H, 4.19; N, 11.66. 

EXAMPLE 23 

N-(S-Chloro-furan-2-Vlmethvn-2.rDvridin.3.yl oxvt-nicotin a i| 1 || 1 < ? 
M.P. 80-82 , 'C; Anal, calcd. for C 16 H 12 N 3 0 3 CI: C, 58.28; H, 3.67; N, 12.74. Found: C, 
58.52; H, 3.73; N, 12.80. 
25 EXAMPLE 24 

2-(Pvrid in-3-vloxv)-N.thiazol-2.vlmethvl.nic Q tin a miriA 
M.P. 94-96°C; MS (m/e) 313 (M*+1). 

EXAMPLE 25 

2-(Pvrldin-3-vloxv)-N-r4-f2.2.2-trmuoro-«»thoxv>-b e n y yl1 .ni C otin a miriB 

30 M.P. 98-100"C; Anal, calcd. for C2oH 16 N 3 0 3 F 3 : C, 59.55; H, 4.00; N, 10.42. Found: C, 

59.74; H, 3.92; N, 10.53. 

EXAMPLE 26 

N-(2.F|uoro-benzvn-2-fpvridln^.vlQXY>-nir.nfin am |rt ft 

M.P. 90-92°C; Anal, calcd. for C 18 H„N 3 0 2 F: C, 66.87; H, 4.36; N, 13.00. Found: C, 
35 67.08; H, 4.23; N, 13.07. 

EXAMPUE37 

N-(4-DjflMoromethoxv-benzvn.2-fpvridln.3-yiQx yWntcotin fl m |^ 0 

M.P. 91-93°C; Anal, calcd. for C l9 H 15 N 3 0 3 F 2 : C, 61.46; H, 4.07; N, 11.32. Found: C, 
61.47; H, 3.84; N, 11.24. 
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5 EXAMPLE 28 

N44-Fluoro-benzvn-2-<Dvrldin-3-vloxv1-nicotin a mirtft 

M.P. 129-131°C; Anal, calcd. for C, 8 H 14 N 3 0 2 F: C, 66.87; H, 4.36; N, 13.00. Found: C, 
66.63; H, 4.42; N, 13.04. 

EXA MPLE . Z 9 

10 N-(4-Methoxv-benzvh-2-(pvridin-3-vloxy>-n icotinamidB 

M.P. 62-64°C; Anal, calcd. for C 19 H l7 N 3 0 3 : C, 68.05; H, 5.11; N, 12.53. Found: C, 
68.20; H. 4.96; N, 12.58. 

EXAMPLE 3Q 

2-fPvridin-3-vloxv)-N-(5-trifluoromethvl-thioDhfln-2 - V lm6thvn.nicotifi a mirift 

15 M.P. 122-124°C; Anal, calcd. for C^H^NaOzSFj: C, 53.82; H. 3.19; N, 11.08. Found: 

C, 54.44; H, 3.22; N, 11.10. 

EXAMPLE 31 

N-(2-Chloro-ben2Vl).2-<DVridin-3.vloxvWnicotinamlrift 

M.P. 174-176°C; Anal, calcd. for C l8 H 14 N 3 0 2 CI.HCI; C, 57.46; H, 4.02; N, 11.17. 
20 Found: C, 57. 1 6; H, 4. 1 1 ; N, 1 1 .09. 

EXAMPLE 32 

N-f5-Fluoro-thiophen-2-vlmethvlt-2-fDvridin-3-yloxy).ni cotinamide 

M.P. 99-101°C; Anal, calcd. for C 16 H 12 N 3 0 2 SF: C, 58.35; H, 3.67; N. 12.76. Found: C, 
58.35; H, 3.55; N, 12.71. 
25 EXAMPLE 33 

N-f2-Oxo-2.3-dihvdro-1H-lndol.5-vlmethvn-2-fpvridin.3.vloxv).nicotin a miriB 
M.P. 109-111°C; Anal, calcd. for C 20 H 18 N 4 O 3 : C, 66.66; H, 4.47; N, 15.55. Found: C, 
65.92; H, 4.56; N, 14.84. 

EXAMPLE 34 

30 N-f3.5-Di-tert-butvU-hvdroxv.ben2vn-2-(Dvrldin-3-vlo xvUnicotinamidB 

M.P. 42-44°C; Anal, calcd. for C^H^N^: C, 72.03; H, 7.21; N, 9.69. Found: C, 
71.19; H, 7.22; IM. 9.79. 

EXAMPLE 35 

N-r5-(1-Hvdroxv-1-methvl-ethvM-thiophen-2.ylm ethvl1-2.fDvridin-3-ylQxy). 

35 nicotinamide 

M.P. 110-112°C; Anal, calcd. for C 19 H 19 N 3 S0 3 : C, 61.77; H, 5.18, N, 11.37. Found: C, 
61.63; H, 5.40; N, 10.60. 



WO 98/45268 



PCT/IB98/00315 



-112- 

5 EXAMPLE 36 

^l.f^1^ydroxy.1-me thyl-ethyl)-benzvn-2-(pvridin-3-vloxvt-nicotinamide 

M.P. 79-81°C; Anal, calcd. for C 2 ,H 2t N 3 03: C, 69.41; H, 5.82; N. 11.56. Found: C, 
69.19; H, 5.85; N, 11.58. 

EXAMPLE 37 

10 4^ {[2-/Pvridin.3.vloxv>.Dv rid»ne-3-carbonvn.aminoUmethyn-benzoicacid methyl 

ester 

M.P. 125-127°C; Anal, calcd. for CmHitNA-' C, 66.11; H, 4.72; N. 11.56. Found: C, 
65.83; H, 4.52; N, 11.39. 

EXAMPLE 38 

15 N.f3-Chloro-4-/1-hvdroxv-1- mBthvl-ethvn-benzvn-2-(pvridin^-vloxv^ 

nicotinamide 

M.P. 139-141°C; Anal, calcd. for C 21 H 20 N 3 O3CI: C, 63.40; H, 5.07; N, 10.56. Found: C, 
63.24; H, 4.85; N. 10.21. 

EXAMPLE 39 

20 N.f2.Chloro-4 -/1-hvdroxv-1.methvl-ethvh-ben2vn-2-(Dvridin-3-v«oxv)- 

nicotinamide 

MS (m/e) 400/398 (M + +1); 'H NMR (400mhz, CDCI 3 ) d 1.54 (s, 6H), 4.73 (d, 2H). 
7.16-7.56 (m, 6H), 8.16 (d. 1H), 8.34 (m , 1H), 8.49 (dd, 2H), 8.61 (d , 1H). 

EXAMPLE 40 

25 2.(Pyridin-3-yloxvWN-r4-(2.2.24rifluoro- 1-hydroxy-ethvn-benzvll-nicotinaniide 

MS (m/e) 404 (M*+1); 1 H NMR (400mhz, CDCI 3 ) d 4.70 (dd, 2H), 4.98 (dd, 1H), 7.16- 
7.56 (m. 7H), 8.00 (m, 1H). 8.18 (dd , 1H), 8.28 (d, 1H), 8.43 (m, 1H), 8.60 (dd, 1H). 

EXAMPLE 41 

N-(4.Hydroxv-chroma n.7.vlmethv».2-<Dvridin.3-vloxv>-nicotinamide 

30 M.P. 134-136°C; Anal, calcd. for C 21 H 19 N 3 0 4 : C, 66.83; H, 5.07; N, 11.13. Found: C, 

66.50; H, 4.90; N, 11.60. 

EXAMPLE 42 

fj-^-fi-Hydroxy^yciobutvU-benzvn^-fpvridin-S-vloxvt-nicotlnamide 
M.P. 116-118°C; Anal, calcd. for C^H^NA: C, 70.83; H, 5.64; N, 11.19. Found: C, 
35 70.41; H, 5.67; N, 10.97. 

EXAMPLE 43 

N.fA-(1-Hvdroxv.pron-2.ynv».benz yll-2.fDvridin-3-vloxv>-nlcotinamide 

MS (m/e) 360/344 (M + +1); 1 H NMR (400mhz, CDCI 3 ) d 4.69 (d, 2H), 5.19 (m, 1H), 
7.15-7.53 (m, 8H), 7.99 (m, 1H). 8.18 (dd , 1H), 8.35 (dd, 1H). 8.49 (d, 1H), 8.63 (dd, 1H). 
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5 EXAMPLE 44 

N-r3-Chloro-5-ri>hydro xv-1-methvl-ethvlWthlophen-2-vlmethyn-2-(Dyridin-3- 
yloxy)-nicotinamlde 

M.P. 74-76°C; Anal, calcd. for C 19 H 18 N 3 0 3 SCI: C, 56.50; H, 4.49; N, 10.40. Found: C, 
56.79; H, 4.68; N, 9.64. 
10 EXAMPLE 45 

2-/Pvridln-3-vloxv^N-M-thioDhen-2-vl-ethvn-nicotinamide 
To a stirred suspension of 2-(pyridin-3-yloxy)-nicotinic acid (0.300 grams, 1.39 
mmole) and NMM (0.155 grams, 1.53 mmole) in dry methylene chloride (15 ml) at -10°C was 
added isobutyl chloroformate (0.208 grams, 1.53 mmole). After 20 minutes at -10°C 1- 
15 Thiophen-2-yl-ethylamine (0.195 grams, 1.53 mmole) was added and the mixture was allowed 
to warm to room temperature over night. The mixture was diluted with 200 ml ethyl acetate, 
washed with 1 U sodium hydroxide and water, dried over MgS04, filtered and concentrated to 
give an oil that was purified by chromatography on silica gel eiuting with 5% 
methanol/methylene chloride to give a solid. Recrystalization from ethyl acetate/ hexane gave 
20 a white solid (0.191 g). M.P. 90-92°C; Anal, calcd. for C 17 H 16 N30 2 S C, 62.75; H, 4.65; N, 
12.91. Found: C, 62.51; H, 4.69; N, 13.10 

The compounds of Examples 46-47 were prepared according to the procedure of 
Example 45 substituting the corresponding amine for 1-Thiophen-2-yl-ethylamine. The 
duration of reaction was between 1 and 24 hours. 
25 EXAMPLE 46 

(S)(+)-2-(Pyridin-3 >yioxvWN-.(14hiophen-2-vl-ethvl>-nicotinamlde 
M.P. 196-198°C; Anal, calcd. for C 17 H 15 N 3 0 2 S«HCI: C, 56.43; H, 4.46; N, 11.61. 
Found: C, 59.48; H, 5.49; N, 10.04, oq = +28.3° (C=0.2, methanol). 

EXAMPLE 47 

30 (R)(-)-2-(Pyridin-3-yloxy^N-(1-thiophen-2-vl-ethvn-nicotinamide 

M.P. 197-199°C; Anal, calcd. for C 17 H 15 N 3 0 2 S»HCI; C, 56.43; H, 4.46; N, 11.61. 
Found: C, 57.55; H, 5.12; N, 10.62. a D = +17.9° (C=0.1. methanol). 

EXAMPLE 48 

2-(5-Chloro-pvridin-3-vloxv^N- (4-methvl-benzvn-nicotinamide 

35 To a stirred solution of 2-(5-chloro-pyridin-3-yloxy)-nicotinic acid (0.180 grams, 0.78 

mmole), 4-methylbenzylamine (0.104 grams, 0.86 mmole), and 1-hydroxybenzotriazole 
hydrate (0.116 grams, 0.86 mmole) in dry dimethylformamide (5 ml) was added 1-(3- 
(dimethylamino)-propyl)-3-ethylcarbodiimide chloride hydrochloride (0.165 grams, 0.86 
mmole) and stirred for 18 hours. The mixture was poured into 100 ml water and extracted with 

40 ethyl acetate. The combined organics were washed with water and brine, dried over MgS0 4 , 
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5 filtered and concentrated to give an oil that was purified by chromatography on silica gel 
eluting with 5% methanol/methylene chloride. Recrystalization from ethyl acetate/ hexane 
gave light pink crystals (0.211 g). M.P. 119-121°C; Anal, calcd. for C, 9 H 16 N 3 0 2 CI: C, 64.50; H, 
4.56; N, 11.88. Found: C, 64.44; H. 4.47; N, 11.94. 

The compounds of Examples 49-60 were prepared according to the procedure of 
10 Example 48 substituting the corresponding amine for 4-methylbenzylamine. The duration of 
reaction was between 1 and 24 hours. 

EXAMPLE 49 

2-(S-Chloro-pvridin-3-vloxv>-N.ri-f5-chloro-thloDh e n-2.yl ^ thvp-nlcotln a miri B 

MP. 110-112°C; Anal, calcd. for C 17 H 14 N 3 O r SCI 2 : C, 51.66; H, 3.57; N, 10.63. Found: 
15 C, 51.49; H, 3.51; N, 10.41. 

EXAMPLE SO 

2-(5-Chloro-pvridin-3-vloxv>-N-n-f5-methvl-thioDhen.2 .vh.ethvn-nicntinamM fl 
MP. 75-77°C; Anal, calcd. for C, 8 H 16 N 3 0 2 SCI: C, 57.83; H, 4.31; N, 11.24. Found: C. 
57.88; H, 4.42; N. 11.42. 
20 EXAMPLE 51 

2-fS-Chloro-Pvridin-3-vloxv>.N.<S-chlo ro^hiophen.2-vlmethvn-nicotlnamlrii. 
MP. 125-127°C; Anal, calcd. for C^HnNjOzSC^: C, 50.54; H, 2.92; N, 11.05. Found: 
C, 50.42; H.2.99; N, 11.07. 

EXAMPLE 52 

25 2-f5-Chloro-Pvridin-3-vlo xv>-N-/S-methvl-thlophen-2-vlmethvl).nlcotinamide 

M.P. 81-83°C; Anal, calcd. for C 17 H 14 N 3 0 2 SCI: C, 56.75; H, 3.92; N, 11.68. Found: C, 
56.94; H. 4.07; N, 11.19. 

EXAMPLE S3 

2-(5-Chloro-Pvridin-3-vloxv)-N-f5-methy|.furan-2-y lmethvh-nicQtinamiriB 

30 M.P. 103-105°C; Anal, calcd. for C, 7 H,«N 3 0 3 CI: C, 59.40; H, 4.10; N, 12.22. Found: C, 

59.50; H, 4.15; N, 12.08. 

EXAMPLE 54 

2-(S-Chloro-pvridln-3-vioxv>-N.(3-methvl.thiophen.2.ylmethviyninntin a n ? ^ ft 
MP. 115-117°C; Anal, calcd. for C 17 H 14 N 3 S0 2 CI: C, 56.75; H, 3.92; N, 11.68. Found: 
35 C, 56.75; H, 4.02; N, 11.37. 

EX AM P LES 

2-f5-Chloro-Pvridln-3-vloxv)-N-f4-chloro-thiophen-2.ylm ethvl>.ni C otin a miri«. 
MP. 94-96°C; MS (m/e) 380/382 (M*+1). 
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5 EXAMPLE 56 

N-Benzorb1thiophen-2-ylmethyt.2-fS-chloro -Dvridin.3-vloxvUnicotinamirift 

M.P. 160-162°C; Anal, calcd. for CjoH^NaSOzCI: C, 60.68; H, 3.56; N, 10.61. Found: 
C, 60.90; H, 3.67; N, 10.49. 

EXAMPLE 57 

10 N-(5-Chloro-furan-2-vlmethvl)-2-(5-chloro-Dvridin-3.ylQi { vt.nicotinamidB 

M.P. 111-113°C; Anal, calcd. for C^\»Hfi^ C, 52.77; H, 3.04; N, 11.54. Found: 
C, 53.04; H, 3.16; N, 11.21. 

EXAMPLES ? 

2-(5-Chloro-Dvridin-3-vloxv1.N.cvclQhexyln riethvl.nicotinamirip 

15 M.P. 95-97°C; Anal, calcd. for daHjoNaOzCI: C, 62.52; H, 5.83; N, 12.15. Found: C, 

62.51; H, 5.80; N, 12.10. 

EXAMPLE 5 9 

2-f5-Chloro-pvridin-3-vloxv>-N-r4-f1.hvdroxv.1.methvUet hvn.b6n2yl]. 
nicotinamide 

20 M.P. 78-80°C; Anal, calcd. for (^HaNsO^CC C, 63.40; H, 5.07; N, 10.56. Found: C, 

63.24; H, 5.00; N, 10.33. 

EXAMPLE 60 

N-f3^hloro.S./1-hydroxv-1-methyl-ethvn-thlop hen.2.yliTiethvn-2.<5.chlorQ- 
pyridin-3-yloxy)-nicotinamlde 

25 M.P. 72-74°C; Anal, calcd. for C 19 H 17 N 3 0 3 SCl2: C, 52.66; H, 3.91; N, 9.59. Found: C, 

50.27; H, 4.10; N, 9.01. 

EXAMPLE 61 

N-(5-Chloro-thiophen-2-vlmethvh-2-f4-fluoro-phenQxy)-nicotinamidB 

To a stirred solution of 2-(4-Fluoro-phenoxy)-nicotinic acid (0.200 grams, 1.02 
30 mmole), C-(5-Chloro-thiophen-2-yl)-methylamine (0.151 grams, 1.02 mmole), and 1- 
hydroxybenzotriazole hydrate (0.138 grams, 1.02 mmole) in dry dimethylformamide (3 ml) was 
added 1-(3-dimethylamino)-propyl)-3-ethylcarbodiimide hydrochloride (0.212 grams, 1.11 
mmole) and stirred over night. The mixture was poured into 100 ml water and extracted with 
ethyl acetate. The combined organics were washed with 1JJ NaOH, water and brine, dried 
35 over MgS0 4 , filtered and concentrated to give an oil that was purified by chromatography on 
silica gel eluting with 30% ethyl acetate/ hexane. Recrystalization from ethyl acetate/ hexane 
gave a white solid (0.216 g). M.P. 91-93°C; Anal, calcd. for C 17 H 12 N 2 0 2 SFCI: C, 56.28; H, 
3.33; N. 7.72. Found: C, 56.34; H, 3.36; N, 7.41. 
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5 The compounds of Examples 62-91 were prepared according to the procedure of 

Example 61 substituting the corresponding amine for C-(5-Chloro-thiophen-2-yl)-methylamine. 
The duration of reaction was between 1 and 24 hours. 

EXAMPLE 62 

N-(4-Chloro-thtoPhen-2-vlmethvl>-2-(4-fluoro- P henQxy ) .nicotinamid e 

10 M.P. 99-101°C; Anal, calcd. for C 17 H 12 N 2 S0 2 FCI: C. 56.28; H, 3.33; N, 7.72. Found: 

C. 56.40; H, 3.38; N, 7.60. 

EXAMPLE 63 

N-f5-Chloro-furan-2-vlmethvn-2-/4-fluoro-DhenQ xv^-nicotinamirift 

M.P. 116-118°C; Anal, calcd. for C 17 H 12 N 2 0 3 FCI: C. 58.89; H, 3.49; N, 8.08. Found: C, 
15 59.07; H. 3.53; N, 7.97. 

EXAMPLE 64 

N-f2,3-Dlfluoro-benzvn-2-(4-fluoro.phenoxy^.nii i ntin a f n |rt 0 

M.P. 71-73°C; Anal, calcd. for C 15 H 13 N 2 0 2 F3: C, 63.69; H, 3.66; N, 7.82. Found: C, 
63.60; H, 3.64; N, 7.70. 
20 EXAMPLE 65 

N-Ben2orb1thioDhen-2.vlmethyl .2-f4-fluoro-phenoxvUnicotlnamirtfl 

M.P. 109-1 11°C; Anal, calcd. for C 21 H 15 N 2 0 2 SF: C, 66.65; H, 4.00; N, 7.40. Found: C, 
66.52; H, 4.02; N, 7.24. 

EXAMPLE^ 

25 N-f3.5-Difluoro.benzvn~2. f4-fluoro-phenoxvt-nlcotlnamlrift 

M.P. 1 16-1 18°C; Anal, calcd. for C 15 H 13 N 2 0 2 F 3 : C, 63.69; H, 3.66; N, 7.82. Found: C, 
65.57; H. 4.24; N. 7.73. 

EXAMPLE 67 

2-f4-Fluoro-phenoxv>-N-f2.4.6-trifluoro- benzvl)-nicotinamld<i 

30 M.P. 128-130°C; Anal, calcd. for C 19 H 12 N 2 0 2 F 4 : C, 60.64; H. 3.21 ; N, 7.44. Found: C, 

60.83; H, 3.15; N, 7.25. 

EXAMPLE 68 

N-f3.4-Pichloro-thiOPhen-2-vlmethvH-2-f4-fluoro-Dhenoxv>.nicotin a mirift 
M.P. 132-134°C; Anal, calcd. for C^H^NjSOjCfeF: C, 51.40; H, 2.79; N, 7.05. Found: 
35 C, 51.36; H, 2.86; N, 7.05. 

EXAMPLE 69 

N-f3-Chloro-thiOPhen-2-v>methvn-2-f4.fluoro.Dheno» v>.nicotinamide 

M.P. 134-136°C; Anal, calcd. for C 17 H 12 N 2 S0 2 CIF: C, 56.28; H, 3.33; N, 7.72. Found: 
C, 56.17; H, 3.30; N, 7.70. 
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5 EXAMPLE 70 

N-f2-Chloro.benzylU2.(A.fl l inrt>.benzvloxyf.i ilcotlnamlri<» 

M.P. 64-66°C; Anal, calcd. for C 20 H 16 N 2 O 2 CIF: C, 64.78; H, 4.35; N, 7.55. Found: C, 
64.88; H, 4.36; N, 7.48. 

EXAMPLE 71 

10 2-(4-FIUQro-Phenoxv>.N-MH-indol.5.v»mi.th vh.nlcotinaml^ ff 

M.P. 128-130°C; Anal, calcd. for C 21 H, 6 N 3 0 2 F: C, 69.80; H, 4.46; N, 11.63. Found: C, 
69.46; H, 4.29; N, 11.55. 

EXAMPLE 72 

2-(4-FlHgrP-Phenoxv)-N.(4-nitro-bftnzvi>.ni C0 t»n a miriA 

15 M.P. 155-157°C; Anal, calcd. for C 19 H 14 N 3 0 4 F: *H NMR (400mhz, CDCI 3 ) d 4.80 (d, 

J=6.02 Hz, 2H), 7.21 (m, 5H), 7.51 (m, 2H), 8.20 (m, 3H), 8.35 (s.broad , 1H), 8.65 (m. 1H). 

EXAMPLE 73 

2-(4-Fluoro-Phenoxv).N-f2.oxo.2.3.rilhyrirn-1 H .>ndol.S.vlmpthvl>.nicotin a miri« 

M.P. 180-182°C; Anal, calcd. for C 21 H 16 N 3 0 3 F: C, 66.84; H, 4.27, N, 11.13. Found: C, 
20 66.31; H, 4.31; N, 10.76. 

EXAMPLE 74 

2^4-FlMOr9-Phen<?XV)-N-f2-OXO-2.3-dihvdro.benzooy aM l^.yiy .ni^ti^ flm> H« f 
M.P. 289-291°C; Anal, calcd. for C 19 H 12 N 3 0 4 F: C, 62.47; H, 3.31, N. 11.50. Found: C, 
61.83; H, 3.08; N, 11.56. 
25 EXAMPLE 7S 

g-ffr2-f4-FlHoro-Phenoxv)-pvridine-3-carbonvli.amin Q \.m B th Y n .iH.indQi B .2. 

carbox 

vlic acid ethyl ester 

M.P. 185-187°C; Anal, calcd. for C 24 H 20 N 3 O 4 F: C. 66.51; H. 4.65, N, 9.98. Found: C, 
30 66.61; H, 4.66; N, 9.55. 

EXAMPLE 76 

N-(3.5-PI-tert-biitYl-4-hvdroXV-ben2V»-2.f4.fluoro.Dh e rt 0 vy ^ icotin a mirfB 
M.P. 45-47°C; Anal, calcd. for C^N^F: C, 71.98; H, 6.93, N, 6.22. Found. C, 
72.05; H, 7.08; N, 6.28. 
35 EXAMPLE 77 

2-l4-Fluoro-phenoxv1-N-f4-f1-hvdroxv-l-meth v l-«» thvlWb e nrvii.nirntin a m| rta 
M.P. 106-108«C; Anal, calcd. for C 22 H 21 N 2 0 3 F: C, 69.46; H. 5.56, N, 7.36. Found: C, 
69.39; H, 5.48; N, 7.16. 
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5 EXAMPLE 78 

2-(4-Fluor6-Dhenoxv>-N-f4.hvdroxv.3. 5.dimethy|.benztfl1.nicQtinamidB 

M.P. 142-144°C; Anal, calcd. for C 21 H 19 N 2 0 3 F: C, 68.84; H, 5.23, N, 7.65. Found: C, 
68.42; H, 5.23; N, 7.61. 

EXAMPLE 79 

10 2^4-Fluoro.Dhenoxvt-N.r5-(1.hvdroxY.1.mBthvl^thyh-f uran.2.vlmethyll . 

oieatinamidfl 

M.P. 88-90°C; Anal, calcd. for C 20 H 19 N 2 O 4 F: C, 64.86; H, 5.17, N, 7.56. Found: C, 
64.50; H. 4.99; N. 7.69. 

EXAMPLE 80 

15 N-r5~f1-Ethvl-1-hvdroxv-Dropv»-thiODhen -2.ylmethyn-2.f4-fluQro-Dhano«v)- 
nicotinamide 

M.P. 95-97°C; Anal, calcd. for C^H^OjSF: C, 63.75; H, 5.59, N,'6.76. Found: C, 
63.42; H, 5.27; N, 7.07. 

EXAMPLE 81 

20 N-r4-Chloro-S-M-hvdroxv.1.methvl-flthyh.thiQDhfln.2.y lmethvn.2.f4.fluoro. 
phenoxy)-nicotinamldB 

M.P. 115-117 0 C; Anal, calcd. for C 20 H 18 N 2 O 3 SCIF: C, 57.08; H, 4.31. N, 6.66. Found: 
C, 57.03; H, 4.10; N, 6.75. 

EXAMPLE 82 

25 N-n-(4-Bromo-Dhenvl)-ethvl1-2.f4.fluoro. Dhenoxv>.nicotinamide 

M.P. 120-122°C; 1 H NMR (CDCI 3 ) d 1.60 (3 H, d, J = 6.85 Hz), 5.25 (1 H, m), 7.1-7.5 
(9 H, m), 8.10 (1 H, bs), 8.20 (1 H, m), 8.60 (1 H, m). 

EXAMPLE 83 

2-(4-Fluoro-Dhenoxv>-N-r4-<1-methoxv-1-methvl-ethy h-ben7vn.nirotlnamldfl 

30 Anal, calcd. for C^H^N^F: MS (m/e) 395 (M*+1); *H NMR (CDCI 3 ) d 1.50 (6 H, s), 

3.05 (3 H, s), 4.72 (2 H, d, J= 5.81 Hz), 7.1-7.4 (9 H, m), 8.2 (9 H. m), 8.65 (1 H, m). 

EXAMPLE 84 

N-r3-Chloro-5^1-hvdroxv-1-methvl-ethvH-thtophen.2.ylm ethvn.2-<4.fluofo. 
phenoxvl-nlcotinamlde 

35 M.P. 85-87°C; Anal, calcd. for C2oH 18 N 2 0 3 SCIF: C. 57.08; H, 4.31, N, 6.66. Found: C, 

57.30; H.4.36; N, 6.46. 
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5 EXAMPLES? 

2-<4-Fluoro-phenoxyt-N -f4-f1-hydro xy-cyclobutyl)-benzyn-nlcotinamlde 

M.P. 95-97°C; Anal, calcd. for C23H 21 N 2 03F: C, 70.40; H, 5.39, N, 7.14. Found: C, 
70.28; H, 5.45; N, 7.03. 

EXAMPLE 86 

10 N.[2-Ch»oro-4 -f1-hydroxv-1-methvl-ethv»-benzvn-2-<4-fluoro-phenoxy)- 
nicotinamide 

M.P. 102-1 04°C; Anal, calcd. for C^NAFC!: C, 63.69; H, 4.86, N, 6.75. Found: 
C, 63.69; H, 4.99; N, 6.72. 

EXAMPLE 8 7 

15 N-f4-Azettdin-1-yl-ben2v»-2-f4-fluoro-Dhenoxv>-nicotinam>de 

M.P. 128-129°C; Anal. Calcd for CjzHzoNsOjF: C, 70.01; H, 5.34; N, 11.13. Found: 
C, 69.64; H, 5.27; N, 11.13. 

EXAMPLE 88 

2-(4-Fluoro-Dhenoxvt-N.r4-f3-hvdroxy-azetidin-1^yn-benzyiynicotinamlde 
20 M.P. 157-1 59°C; 1 H NMR (CDCI 3 ) d 2.08 (1 H, d, J = 7 Hz), 3.62-3.65 (2 H, m), 4.09- 

4.16 (2 H, m), 4.59 (2 H, d, J = 5 Hz), 4.70-4.75 (1 H, m), 6.42 (2 H, d, J = 8 Hz), 7.07-7.24 (7 
H, m), 8.03 (1 H, br s). 8.16-8.18 (1 H, m), 8.61-8.64 (1 H, m); MS (m/e) 394 (M + +1). 

EXAMPLE 89 

2-<4-Fluoro-phenoxy)-N-<4- pyrrolldin-1-yl-benzyl)-nicotinamide 

25 M.P. 127-128°C; 1 H NMR (CDCI 3 ) d 1.93-2.03 (4 H, m), 3.21-3.30 (4 H, m), 4.59 (2 H, 

d, J = 5 Hz), 6.43-6.60 (2 H, m), 7.06-7.24 (7 H, m), 8.00 (1 H, br s), 8.16-8.18 (1 H, m), 8.62- 
8.64 (1 H, m); MS (m/e) 392 (M + + 1). 

EXAMPLE 90 

2-^4-Fluoro.DhenoxyWN.(4-piDeridin-1-vl-benzvn-nicot8namide 

30 M.P. 118-119°C; *H NMR (CDCI 3 ) d 1.51-1.74 (6 H, m), 3.09-3.15 (4 H, m), 4.61 (2 H, 

d, J = 5 Hz), 6.82-6.90 (2 H. m), 7.05-7.24 (7 H, m), 8.04 (1 H, br s). 8.17-8.18 (1 H, m), 8.62- 
8.64 (1 H, m); MS (m/e) 406 (M + + 1). 

EXAMPLE 91 

2-f4-Fluoro-Dheno xvWN.<4-morpholin^-yl-benzvn-nlcotinamide 

35 M.P. 163-165°C; Anal. Calcd for CaH^NaOjF: C, 67.80; H, 5.44; N, 10.31. Found: 

C, 67.42; H, 5.38; N, 10.37. 

E XA MPLE 92 

2^4-Fluoro-phenoxy ).N^444-oxo-piperidin-1-yl)-benzvn^iicotinamide 

The _crude product was further Jreated in a_refluxing_mixture_of 2:5_aqueous. I. N- 

40 hydrochloric acid solution: tetrahydrofuran for 2 days to effect hydrolysis of the ketal; work-up 
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5 was accomplished by partitioning the mixture between EtOAc and saturated aqueous sodium 
hydrogencarbonate solution, drying the organic layer (MgS0 4 ), and evaporation. M.P. 138- 
139°C;Anal. Calcd for C 24 H 22 N 3 0 3 F: C, 68.72; H, 5.29; N, 10.02. Found: C, 68.60; H, 5.22; 
N, 10.01. 

EXAMPLE 9? 

10 2.(4-Fluoro-Dh enoxvUN.t-44i2-hvdroxy.2-methvl-propvh-methvl-amino1-benzvlV 

nicotinamide 

1 H NMR (DMSO-d 6 ) d 1.04 (6 H, s), 2.98 (3 H, s), 3.32 (2 H, s), 4.01 (2 H. d, J = 6 
Hz), 7.01-7.11 (2 H, m), 7.06-7.25 (7 H, m). 8.07-8.16 (2 H, m). 8.85 (1 H, t, J = 6 Hz); MS 
(m/e)424(M + +1). 
15 EXA MP L E 94 

2.(4.FluorQ.phenQxy).N.f4.f2.methvl.n.31dioxolan-2-vn.benzvn-nicotinamide 

M.P. 78-80°C; MS (m/e) 408 (M + ). 

EXAMPLE 85 

N-^1.4.Dioxa-spirof4.S1dec-8-vlmethvn-2-(4-fluoro-Phenoxv>-nicotinamide 

20 M.P. 88-90°C; MS (m/e) 487 (M*+1 ). 

EXAMPLE 96 

N.(4.S.Dichtoro.thiophen-2.vlmethyl).2^4.fluoro-phenoxv^.nicotinamidB 
M.P. 127-129°C; Anal. Calcd for C^HnNAFSCIj: C, 51.40; H, 2.79; N, 7.05. 
Found: C, 51.65 H, 3.01; N, 6.93. 
25 EXAMPLE 97 

N.(3.S.Dichloro.thiophen.2.vlmethvH-2-t4-fluoro-phenoxv>-nlco«namlde 
M.P. 132-134°C; MS (m/e) 397 (M + ). 

EXAMPLE 98 

2-(5-Chloro-pyridin-3-yloxy)-N-cvclopropvlmethyl-nicotinamide 

30 To a stirred solution of 2-(5-chloro-pyridin-3-yloxy)-nicotinic acid (0.200 grams, 0.88 

mmole), aminomethylcyclopropane hydrochloride (0.094 grams, 0.88 mmole), triethylamine 
(0.089 grams, 0.88 mmole) and 1 -hydroxy benzotriazole hydrate (0.119 grams, 0.88 mmole) in 
dry dimethylformamide (3 ml) was added 1-(3-dimethylamino)-propyl)-3-ethylcarbodiimide 
hydrochloride (0.164 grams, 0.96 mmole) and stirred over night. The mixture was poured into 

35 100 ml water and extracted with ethyl acetate. The combined organics were washed with 1 M 
NaOH, water and brine, dried over MgS0 4 , filtered and concentrated to give an oil that was 
purified by chromatography on silica gel eluting with 2.5% methanol/methylene chloride. 
Recrystalization from ethyl acetate/ hexane gave a white solid (0.163 g). M.P. 105-107°C; 
— - Anal.-calcd.-for C 16 H,4N 3 0 2 CI:-C, 59.31; H, 4.65; N, 13.83. Found: C.-59.41; H, 4.68; N, 13.44. 



WO 98/45268 



PCT/IB98/00315 



-121- 



5 Example 99 

2^3^Yano^ fluoro-phenoxY)-N-f2-^ 
nicotinamide 

Prepared from 2-(3-Cyano-4-fIuoro-phenoxy)-nicotinic acid and 2-(4-Aminomethyl-3- 
fluoro-phenyl)-propan-2-ol according to methods analogous to those used in Example 318. 
10 MP:157-159°C, MS: m/e422 (M*+1) 

EXAMPLE 100 
2-/S-Chioro-D yridin-3-yloxy^nicotinic acid benzvi ester 
A 15 ml flask was charged with 2-(5-chloro-pyridin-3-yloxy)-nicotinic acid (0.056 
grams, 0.22 mmole), benzyl alcohol (0.052 grams, 0.44 mmole), 4-DMAP (~ 3 mg), 1-(3- 
15 dimethylaminopropyl)-3-ethyl carbodiimide hydrochloride (0.048 grams, 0.25 mmole), diethyl 
ether (4 ml) and pyridine (1 ml) and stirred at room temperature. After 1 hour the mixture was 
concentrated under reduced pressure and purified by column chromatography on silica gel 
eluting with 9/1 ethyl acetate/ hexane to give 0.060 g of the title compound as a colorless oil. 
Anal, calcd. for C 18 H 13 CIN 2 0 3 : M.S. m/z [M+] 341; 1 H NMR (CD 3 OD) d 4.58 (s, 2H), 7.45 (m t 
20 7H), 7.71 (s, 1 H), 8.28 (m. 2 H), 8.38 (m, 2 H). 

The compounds of Examples 101-102 were prepared according to the procedure of 
Example 100 substituting the corresponding alcohol for benzyl alcohol. The duration of 
reaction was between 1 and 6 hours. 

EXAMPLE 101 

25 2-(S-Chloro-pyridin-3-vloxyV.nicotinic acid 4-fluo ro-benzyl ester 

Anal, calcd. for C 18 H 12 N 2 0 3 CIF; M.S. m/z [M+] 359; *H NMR (CD 3 OD) d 4.56 (s, 2H), 
7.88 (m, 2H), 7.29 (m, 2 H), 7.47 (m, 2 H), 7 J2 (s, 1 H), 8.37 (m, 3 H). 

EXAMP LE 102 

2-(5-Chloro-pvridin-3-vioxy)-nicotinic acid 3.5- difluoro-benzyl ester 

30 Anal, calcd. for C^H^NACIFj; M.S. m/z [M+] 377; 1 H NMR (CD 3 OD) d 4.59 (s, 2H), 

6.77 (m, 2H). 6.85 (m, 3 H), 7.07 (m, 1 H), 7.30 (m, 1 H), 8.35 (m, 2 H). 

EXAMPLE 103 

244-Fiuoro-Dhenoxv^N-/4 -hydroxv-benzvl^nicotinamide 

A solution of 1 M boron tribromide (1.7 ml, 1.7 mmole) in methylene chloride was 
35 added over 2 minutes to a solution of 2-(4-Fluoro-phenoxy)-N-(4-methoxy-benzyl)- 
nicotinamide (0.200 grams, 0.568 mmole) in dry methylene chloride at - 78°C. The resulting 
slurry was allowed to warm to room temperature over night. The reaction was quenched with 
water (5 ml) and diluted with ethyl acetate. The organics were filtered, washed with water and 

brine,__dried. oven.NajSO* .filtered _and concentrated to an oil which„was purified by 

40 chromatography on silica gel eluting with 60% ethyl acetate/ hexane. Recrystalization from 
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5 ethyl acetate/ hexane gave white crystals (0.0.058 g). M.P. 185-187°C; Anal, calcd. for 
C 19 H 1S N 2 0 3 F: C, 67.45; H, 4.47; N, 8.28. Found: C, 67.24; H, 4.45; N, 8.28. 

The compound of Example 104 was prepared according to the procedure of Example 
103 substituting the corresponding ether for 2-(4-Fluoro-phenoxy)-N-(4-methoxy-benzyl>- 
nicotinamide. The duration of reaction was between 1 and 24 hours. 
10 EXAMPLE 104 

N-(4^vdroxv-benzvn-2-<pyridin-3-ylox y)-nicotinamlde 

M.P. 156-158 0 C; Anal, calcd. for C 18 H 1S N 3 0 3: C, 67.28; H, 4.70; N, 13.08. Found: C, 
66.86; H, 4.57; N, 12.89. 

EXAMPLE 10S 

15 2-(3-Nttro-ohenoxv>-N-r4-f2.2.2-trifluoro-ethoxy)-benzYl 1-nicotlnamide 

To a stirred solution 2-(3-Nitro-phenoxy)-nicotinic acid (0.200 grams, 0.77 mmole), 4- 
(2,2,2-Trifluoro-ethoxy)-benzylamine (0.173 grams, 0.85 mmole), and 1-hydroxybenzotriazole 
hydrate (0.125 grams, 0.92 mmole) in dry dimethylformamide (4 ml) was 1-(3-dimethylamino)- 
propyl)-3-ethylcarbodiimide chloride hydrochloride (0.192 grams, 1.00 mmole) and stirred over 

20 night The mixture was diluted with 50 ml water and extracted with ethyl acetate. The 
combined organics were washed with 1N NaOH, water and brine, and concentrated to give a 
yellow solid that was purified by chromatography on silica gel eluting with 35% methanol/ 
methylene chloride. Recrystalization from ethyl acetate/ hexane gave a white solid (0.340 g). 
M.P. 90-92°C; Anal, calcd. for C 21 H 16 N 3 0 5 F 3 : C, 56.38; H, 3.60; N, 9.39. Found: C, 56.35; H, 

25 3.60; N, 9.47. 

The compounds of Examples 106-109 were prepared according to the procedure of 
Example 105 substituting the corresponding amine for 4-(2,2,2-Trifluoro-ethoxy)-benzylamine. 
The duration of reaction was between 1 and 24 hours. 

EXAMPLE 10S 

30 2-f3-Nitro-Dhenoxv>-N-f2-oxo-2.3-dihvdro-1H-lndol-5-vlmethvl1-tiicQtinamidB 

M.P. 190-192°C; Anal, calcd. for C 21 H 16 N 4 0 5 : C, 62.17; H, 3.99. N. 13.85. Found: C. 
62.24; H, 4.12; N, 13.73. 

EXAMPLE 107 

N-r4-(1-Hvdroxv-1-methvl-ethvn-ben2Vl1-2-(3-nltro-Dhenoxv>-nlcotlnamlde 

35 M.P. 43-45°C; Anal, calcd. for C^NAi: C, 64.86 H, 5.20, N, 10.31. Found: C, 

64.14; H, 5.19; N, 10.23. 



WO 98/45268 



PCT/IB98/00315 

-123- 



5 EXAMPLE 108 

N-f44tydroxy-3S-dlmethv l-benzvh-2-f3-nitro-Dhenoxv)-nicotinamide 

M.P. 128-130°C; Anal, calcd. for C 21 H 19 N 3 O s : C, 64.12 H, 4.87, N, 10.68. Found: C, 
63.86; H. 4.71; N. 10.90. 

EXAMPLE 109 

10 N-<5-Chloro-th»nphen-2.vl methvn-2-<3-nitro-phenQXv1-nicotinamlde 

M.P. 115-117°C; Anal, calcd. for C 17 H 12 N30 4 SCI: C, 52.44 H, 3.11, N, 10.80. Found: 
C, 52.35; H, 3.06; N, 10.78. 

EXAMPLE 110 
N.(2^hloro-benzvn-2-(3-cy anQ-ohenoxvt-nicotinamlde 

15 Jo a stirred solution 2-(3-Cyano-phenoxy)-nicotinic acid (0.085 grams, 0.35 mmole), 

2-Chlorc-benzylamine (0.055 grams, 0.38 mmole), and 1-hydroxybenzotriazole hydrate (0.057 
grams, 0.42 mmole) in dry dimethylformamide (5 ml) was 1-(3-dimethylamino)-propyl)-3- 
ethylcarbodiimide hydrochloride (0.046 grams, 0.87 mmole) and stirred over night. The 
mixture was diluted with 50 ml water and extracted with ethyl acetate. The combined organics 

20 were washed with 1N NaOH, water and brine, dried over Na 2 S0 4 , filtered and concentrated to 
give a white solid that was purified by chromatography on silica gel. Recrystalization from 
ethyl acetate/ hexane gave a white solid (0.067 g). M.P. 135-137°C; Anal, calcd. for 
C 20 H 14 N 3 O 2 CI: C. 66.03; H, 3.88; N, 11.55. Found: C, 65.40; H, 3.89; N, 11.50. 

The compounds of Examples 111-117 were prepared according to the procedure of 

25 Example 110 substituting the corresponding amine for 2-Chloro-benzylamine. The duration of 
reaction was between 1 and 24 hours. 

EXAMPLE 111 

M^S-Chloro.thioDhen-2.vlm 6thvn-2.(3-cvano.DhenoxvWnicotinamide 

M.P. 145-147°C; Anal, calcd. for C 18 H 12 N 3 0 2 CIS: C, 58.46; H, 3.27; N, 11.36. Found: 
30 C, 58.43; H, 3.06; N, 11.30. 

EXAMPLE 112 

2^3-Cyano.DbBnnyy>^.(2-o yQ-2.'3.dihvdro.1H.indol-S-vlmethvn-niCOtinamMe 
M.P. 197-199°C; Anal, calcd. for C 22 H 16 N 4 0 3 : C, 68.74; H. 4.20; N, 14.58. Found: C, 

67.71; H, 4.09; N, 14.50. 
35 EXAMPLE 113 

2.^^yano.Dhe nnYY)-N.r44l.hydroxv.l-m6thvl^thv»-benzvn-nicotinamlde 
M.P. 97-99°C; Anal, calcd. for C^NaO^ C, 70.30; H, 5.46; N, 10.85. Found: C. 

70.43; H, 5.39; N, 10.75. 
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5 EXAMPLE 114 

N-p-Chloro^-(1-hvdroxv-1^ethvl^thvl>-thiophen-2-vlmethvn-2W3^vano> 
P henoxy>-niCQtinamide 

M.P. 71-73°C; Anal, calcd. for C 21 H 18 N30 3 SCI: C, 58.95; H, 4.24; N, 9.82. Found: C, 
58.97; H.4.19; N t 9.67. 
10 EXAMPLE 115 

2-(3-Cyano-phenoxvUN -[4-<1-hydroxy-cyclobutvn-ben2vn-nlcotinamide 

M.P. 161-163°C; Anal, calcd. for C 26 H 21 N 3 0 3 : C, 72.17; H, 5.30; N, 10.52. Found: C, 
72.23; H, 5.13; N, 10.46. 

EXAMPLE 116 

15 N-[2^hloro^^1>hvdroxv-1-methvl-ethvh-benzvl1-2-f3-cvano-phenoxv)- 
nifiotinamidfl 

M.P.121-123°C; Anal, calcd. for C^H^OaCI: C, 65.48; H, 4.78; N, 9.96. Found: C, 
65.35; H, 4.89; N, 9.83. 

EXAMPLE 117 

20 2-f3-Cvano-D henQxy^-f1-cyclohexvl-3-ethvMH-indazol-5-vlmethvn- 
nicotinamfde 

M.P.56-58°C; 1 H NMR (400mhz, CDCI 3 ) d 1.20-2.10 (m ? 13H), 2.95 (q, J=7.68 Hz, 
2H) f 4.30 (m, 1H), 4.80 (d J=5.81 Hz, 2H), 6.05 (m, 1H), 7.10-7.70 (m, 8H), 8.0 (bs, 1H), 8.20 
(m,1H), 8.70 (m,1H). 

25 EXAMPLE 11g 

N-(2-Chloro-benzyl)-2-r3-dimethvlamino-phenoxy)-nicotinamide 
To a stirred solution 2-(3-Dimethylamino-phenoxy)-nicotinic acid (0.200 grams, 0.775 
mmole), 2-Chloro-benzylamine (0.120 grams, 0.85 mmole), and 1 -hydroxy benzotriazole 
hydrate (0.126 grams, 0.93 mmole) in dry dimethylformamide (4 ml) was added 1-(3- 

30 dimethylamino)-propyl)-3-ethylcarbodiimide chloride hydrochloride (0.193 grams, 1.00 mmole) 
and stirred over night. The mixture was diluted with 50 ml water and extracted with ethyl 
acetate. The combined organics were washed with 1N NaOH, water and brine, dried over 
Na 2 S0 4l filtered and concentrated to give an oil that was purified by chromatography on silica 
gel. Recrystalization from ethyl acetate/ hexane gave an oil. The product was dissolved in 

35 diethyl ether and hydrochloric acid (g) was used to precipitate the salt, which was filtered, 
dissolved in methylene chloride and concentrated to a solid (0.075 g). M.P. 85-87°C; Anal, 
calcd. forC 21 H M N 3 0 2 CUHCI: C, 60.30; H, 5.06; N, 10.04. Found: C, 60.58; H, 5.60; N, 9.28. 



WO 98/45268 



PCT/IB98/00315 



-125- 



5 EXAMPLE 119 

N-{2-Chloro-ben2vl)-2-(iU;yano-phenoxy)-nicotinamide 

To a stirred solution 2-(4-Cyano-phenoxy)-nicotinic acid (0.130 grams, 0.54 mmole), 
2-Chloro-benzylamine (0.083 grams, 0.59 mmole), and 1-hydroxybenzotriazole hydrate (0.088 
grams, 0.65 mmole) in dry dimethylformamide (4 ml) was added 1-(3-dimethylamino)-propyl)- 

10 3-ethylcarbodiimide hydrochloride (0.134 grams, 0.70 mmole) and stirred over night. The 
mixture was diluted with 50 ml water and extracted with ethyl acetate. The combined organics 
were washed with 1N NaOH, water and brine, dried over Na 2 S0 4l filtered and concentrated to 
give an oil that was purified by chromatography on silica gel eluting with 50/50 ethyl acetate/ 
hexane. Recrystalization from ethyl acetate/ hexane gave a white solid. (0.139 g). M.P. 112- 

15 114°C; Anal, calcd. for C 20 H 14 N 3 O 2 CI: C, 66.03; H, 3.88; N, 11.55. Found: C, 65.90; H, 3.92; 
N, 11.67. 

The compound of Example 120 was prepared according to the procedure of Example 
119 substituting the corresponding amine for 2-Chloro-benzylamine. The duration of reaction 
was between 1 and 24 hours. 
20 EXAMPLE 120 

2-(4-Cyano-phenoxy>-N-[4-(1-hydroxy>1>methyl^thyl)-benzy 11-nicot»namide 
M.P. 137-139°C; Anal, calcd. for CjaH^NaOa: C, 71.30; H, 5.46; N, 10.85. Found: C, 
70.95; H, 5.69; N, 10.96. 

EXAMPLE 1 2 1 

25 N-f4-Amino-benzyl)-2-f4-fluoro-pheno xy)-nfcotinamide 

To a degassed solution of 2-(4-Fluoro-phenoxy)-N-(4-nitro-benzyl)-nicotinamide 
(0.800g 2.17 mmole) in ethyl acetate was added 10% palladium on carbon ( 0.160 g). This 
was shaken under 40 psi hydrogen for 30 minutes. The catalyst was removed by filtration, 
and the solution was concentrated to give an oil that was purified by chromatography on silica 

30 gel eluting with 4% methanol/ methylene chloride. Recrystalization from ethyl acetate/ hexane 
gave a solid. (0.562 g). 1 H NMR (400mhz, CDCI 3 ) d 3.64 (s, 2H), 4.58 (d, J=5.60 Hz, 2H), 6.64 
(d, J=8.30 Hz, 2H), 7.05 (m, 7H), 8.02 (s, broad , 1H), 8.20 (m, 1H), 8.62 (d, 1H). 

E XAMPLE 123 
M-Allyl-2-f3-c hloro-Dhenoxv^nicotinamide 

35 To a stirred solution of 2(3-chloro-phenoxy)-nicotinamide (0.084g, 0.34 mmole) in 

methylsulfoxide (2 ml) was added potassium hydroxide powder (0.074 grams, 1.32 mmole) 
followed by allyl bromide ((0.082 grams, 0.68 mmole). After 1 hour the mixture was poured 
into water and extracted with methylene chloride. The combined organics were washed with 

-brine.-dried over MgS0 4 , _fiitered_and .concentrated to give a clear. film (0.011 g). 1 H. NMR 

40 (400mhz, CD 3 OD) d 4.37 (q, J=7.26 Hz, 1H), 4.82 (d, J=5.60 Hz, 1H), 5.26 (d J=10.58 Hz, 
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5 1H), 5.40 (d J=17.0 Hz, 1H), 6.05 (m, 1H), 7.03 (m, 1H), 7.13 (m, 1H), 7.21 (m, 2H), 7.38 (t 
J=8.1 Hz, 1H), 8.30 (m, 2H). 

EXAMPLE 124 

N>f4-Acetv>amino-benz yiy2-r4-fiuoro-phenoxy)-nicotinamtde 

A solution of N-(4-Arriino-benzyi)-2-(4-fluoro-phenoxy)-nicotinamide (0.105 grams, 
10 0.31 mmole) and Methyl amine (0.047 grams, 0.46 mmole) in methylene chloride was cooled 
to 0°C, and Acetyl chloride (0.029 grams, 0.37 mmole) was added. The mixture was stirred 
for 10 minutes and then allowed to warm to room temperature for 30 minutes. The mixture 
was diluted with water and extracted with methylene chloride. The combined organics were 
washed with brine, dried over Na 2 S0 4 , filtered and concentrated to give a solid . 
15 Recrystalization from ethyl acetate/ hexane gave a white solid. (0.082 g). MP. 128-130°C; 
Anal, calcd. for C 21 H 18 N 3 0 3 F: C t 66.48; H, 4.78; N, 11.08. Found: C, 66.14; H, 4.47; N, 11.08. 

EXAMPLE 125 

2>(3-Acetylamino-Dhenoxv>-N-(2-chloro-benzvn-nicotinamicle 

To a stirred solution 2-{3-Acetylamino-phenoxy)-nicotinic acid (0.400 grams, 1.47 
20 mmole), 2-Chloro-benzylamine (0.228 grams, 1.62 mmole), and 1-hydroxybenzotriazole 
hydrate (0.238 grams, 1.76 mmole) in dry dimethylformamide (10 ml) was added 1-(3- 
dimethylamino)-propyl)-3-ethylcarbodiimide chloride hydrochloride (0.367 grams, 1.91 mmole) 
and stirred over night The mixture was diluted with water, extracted with ethyl acetate and 
concentrated to give a product that was purified by chromatography on silica gel eluting with 
25 3% methanol methylene chloride. Recrystalization gave a solid. (0.351 g). M.P. 177-179°C; 
Anal, calcd. for C 21 H 18 N 3 0 3 CI: C, 63.72; H, 4.58; N, 10.62. Found: C, 63.47; H, 4.55; N, 10.56. 

The compound of Example 126 was prepared according to the procedure of Example 
125 substituting the corresponding amine for 2-Chloro-benzylamine. The duration of reaction 
was between 1 and 24 hours. 
30 EXAMPLE 133 

2-(3-Acetv1amino-phenoxy)-N-r4-(1-hvdroxv-1-methvl-ethvl)-benzvn- 
nicotinamide 

M.P. 155-157°C; Anal, calcd. for C 2 4H 2 5N 3 0 4 : C, 68.72; H, 6.01; N, 10.02. Found: C, 
67.98; H, 6.04; N, 9.92. 
35 EXAMPLE 127 

(RU243-Chloro >phenoxv^N^2-hvdroxv-1-Dhenvl^thvn-nicotinamlde 
A solution of 2-(3-chloro-phenoxy)-nicotinic acid (0.25 grams, 1.0 mmole) in thionyl 
chloride (10 ml) was heated to reflux. After 1 hour the reaction mixture was cooled to room 

temperature and concentrated-under reduced pressure. The resulting-residue was dissolved 

40 in tetrahydrofuran (5 ml) and added dropwise to a solution of (S)-2-hydroxy-1 -phenyl 
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5 ethylamine (0.14 grams, 1.0 mmole) in pyridine (5 ml) at 0°C. After 30 minutes the mixture 
was warmed to room temperature. After 1 hour the mixture was poured into 1 H hydrochloric 
acid and extracted with ethyl acetate. The combined organics were washed with 1 N 
hydrochloric acid followed by brine and dried over Na 2 S0 4 . Concentration under reduced 
pressure resulted in a yellow oil that was purified by chromatography on silica gel eluting with 
10 1:1 ethyl acetate/hexane to give a colorless oil. Anal, calcd. for C2oH 17 N 2 0 3 CI: C, 65.13; H, 
4.65; N, 7.60. Found: C, 65.20; H, 4.78; N, 7.38; M.S. m/z [M+] 369; 1 H NMR (400 MHz, 
CDCI 3 ) d 2.54 (s, broad, 1H), 3.95 (m, 2H), 5.32 (m t 1H), 7.23 (m, 10H), 8.22 (m, 1H). 8.58 
(m, 2H). 

EXAMPLE 128 

15 (R)-2-(3-Chloro-phenoxvU 3-/4-Dhenvl-4.5-dihvdro-oxazol-2-vh-pyridine 

A solution of (R)-2-(3-Chloro-phenoxy)-N-(2-hydroxy-1-phenyl-ethyl)-nicotinamide 
(0.30 grams, 0.813 mmole) and phosprorus oxychloride (10 ml) in toluene (10 ml) was stirred 
for 10 hours. The mixture was concentrated to dryness and dissolved in methanol (15 ml) and 
1 N sodium hydroxide (5 ml) and refluxed for 2 hours. The methanol was evaporated, and 

20 the residue was dissolved in water and extracted with ethyl acetate. The combined organics 
were washed with water and brine, dried over Na 2 S0 4 , and concentrated to give a product that 
was purified by chromatography on silica gel eluting with 1:3 ethyl acetate/ hexane to give a 
colorless oil. ; Anal, calcd. for C2oH 17 N 2 0 2 CI: C, 68.48; H, 4.31; N, 7.99. Found: C t 68.58; H, 
4.50; N, 7.63; M.S. m/z [M+J 351; a = +24.1° c=5.6 mg/ml in methylene chloride; 1 H NMR 

25 (400 MHz, CDCI 3 ) d 4.29 (dd, J=8.4, 9.5 Hz, 1H), 5.43 (dd, J=8.1, 10.1 Hz, 1H), 7.22 (m, 
10H), 8.30 (m, 2H). 

The compound of Example 129 was prepared according to the procedure of Example 
128 substituting the corresponding hydroxy nicotinamide for (R)-2-(3-Chloro-phenoxy)-N-(2- 
hydroxy-1-phenyl-ethyl)-nicotinamide. The duration of reaction was between 1 and 24 hours. 

30 EXAMPLE 129 

(S)-2>Phenoxy-3-f4-Dhenyl-4.S-dihvd ro>oxazol-2-yl)-pvridine 

Anal, calcd. for C 20 H 16 N 2 O 2 : C, 75.93; H, 5.10; N, 8.85. Found: C, 76.12; H, 5.44; N, 
8.17; M.S. m/z [M+] 317; a = +21.3° c=8.3 mg/ml in methylene chloride; *H NMR (400 MHz, 
CDCI 3 ) d 4.30 (t, J=8.3 Hz, 1H), 4.82 (dd, J=8.5, 10.2 Hz, 1H), 5.43 (dd, J=8.2, 10.3 Hz, 1H), 
35 7.06 (m, 1H), 7.29 (m, 10H), 8.28 (m, 2H). 

E XAM P LE 13P 

2.2-Dimethvi-propionic acid 4-(ff2-(4-flMQro-phgnQxy)-Pvriclmfi-3^arbPnYn- 

?minoHTiethylH)henvl ester 

A -solution-2-(4-Fluoro^phenoxy)-N-(4-hydroxy-benzyl)-nicotinamide -(0.050 grams, 

40 0.148 mmole), trimethylacetyi chloride (0.019 grams, 0.163 mmole) and triethyl amine (0.022 
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5 grams, 0.222 mmole) in methylene chloride (5 ml) was stirred for 30 minutes. The mixture 
was diluted with 50 ml 1N sodium hydroxide and extracted with ethyl acetate. The combined 
organics were washed with water and brine, dried over Na 2 S0 4 , filtered and concentrated to 
give an oil that was purified by chromatography on silica gel eluting with 40% ethyl acetate/ 
hexane. Recrystalization from ethyl acetate/ hexane gave a solid (0.043 g). M.P. 91-93°C; 
10 Anal, calcd. for C 24 H 23 N 2 0 4 F: C, 68.24; H. 5.49; N, 6.63. Found: C, 66.07; H, 5.24; N, 6.42. 

EXAMPLE 131 

2^Ruoro-phenoxv^-N-f4-methanesu lfonylamino-benzvl^nicotinamide 

To a solution of N-(4-Amino-benzyl)-2-(4-fluoro-phenoxy)-nicotinamide (0.150 grams, 
0.445 mmole) and triethyl amine (0.089g, 0.89 mmole) in methylene chloride (5 ml) was added 

15 methanesulfonic anhydride (0.100 grams, 0.578 mmole) and stirred over night. The mixture 
was concentrated to dryness, dissolved in methanol (10 ml) and 1 N sodium hydroxide (15 ml) 
and extracted with ethyl acetate. The product was purified by chromatography on silica gel 
eluting with 5% methanol methylene chloride. Recrystalization gave white crystals. (0.043 g). 
M.P. 107-109°C; Anal, calcd. for C 20 H 18 N 3 O 4 SF: C, 57.82; H, 4.37; N, 10.11. Found: C, 57.88; 

20 H, 4.39; N, 9.78. 

EXAMPLE 132 

(S)-2^3-ChlorQ-phenoxy^N^ 2-hydroxv-1-phenvl-ethvh-njcotinamldg 
A solution 2-(3<hloro-phenoxy)-nicotinic acid (0.500 g)in thionyl chloride (10 ml) was 
refluxed for 1 hour. The mixture was concentrated to dryness, dissolved in 10 ml 

25 tetrahydrofuran and used immediately. To a solution of (S)-2-phenylglycinol (0.140 grams, 1 .0 
mmole) in dry pyridine (5 ml) at 0°C was added a solution of 2-(3-Chloro-phenoxy)-nicotinoyl 
chloride (.270 grams, 1.0 mmole) in tetrahydrofuran (5 ml) dropwise, stirred at 0°C for 30 
minutes and allowed to warm to room temperature over night The mixture was concentrated 
under reduced pressure. The resulting residue was taken up in ethyl acetate; washed with 1U 

30 HCI, water, and brine; dried over Na 2 S0 4 ; and concentrated to an oil that was purified by 
chromatography on silica gel eluting with 1/3 ethyl acetate/hexane to give a colorless oil. ; 
Anal, calcd. for C^H^NACI: C, 65.13; H, 4.65; N, 7.60. Found: C, 65.16; H. 4.63; N, 6.95; a 
= -63.2° 0=11.0 mg/ml in methylene chloride; 1 H NMR (400 MHz, CDCI3) d 2.47 (t, J=5.9 Hz, 
1H), 3.96 (m, 2H), 5.33 (m, 1H), 7.23 (m, 9H), 8.23 (m, 1H), 8.58 (m, 2H). 

35 The compound of Example 133 was prepared according to the procedure of Example 

132 substituting the corresponding amine for (S)-2-phenylglycinol. The duration of reaction 
was between 30 minutes and 3 hours. 

EXAMPLE 13? 

2^3-Chloro>Dh enoxv^N^2>hvdroxv-2-Phenvl^thvn'niCOtinamMe 
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5 MP. 118-119°C; Anal, calcd. for C2oH 17 N 2 0 3 CI: C, 65.13; H, 4.65; N, 7.59. Found: C, 

65.37; H, 4.46; N, 7.35. 

EXAMPLE 134 

fS\-2-(3-Chloro-Dhenoxv^ -f4>DhenvU.5>dihvdro-oxazol-2-v»-PVridlne 

A solution of (S)-2-{3^hloro-phenoxy)-N-(2-hydroxy-1"phenyl-ethyi)-nicotinamid 
10 (0.340 grams, 0.922 mmole) and phosprorus oxychloride (0.7 ml) in toluene (10 ml) was 
stirred over night. The mixture was concentrated to dryness and dissolved in methanol (10 
ml) and potassium carbonate was added. The mixture was stirred for 2 hours at room 
temperature and refluxed for 30 minutes. The methanol was evaporated, and the residue 
taken up in ethyl acetate. It was washed with water and brine, dried over Na 2 S0 4l and 
15 concentrated to give a product that was purified by chromatography on silica gel eluting with 
1/3 ethyl acetate/hexane to give a pale yellow oil (0.013 g) ; HRMS 351.0917; MP. 78-80°C; 
Anal, calcd. forC2oH 15 N 2 0 2 CI: C, 57.37; H, 3.74; N, 7.42. Found: C, 57.31; H, 3.80; N, 7.39. 

EXAMPLE 13? 

2^-Chloro-Dh en 0 xyW3-f5-phenvl-4.5-dihvdrooxazol-2-vn-PVri(line 
20 A solution of 2-(3-Chloro-phenoxy)-N-(2-hydroxy-2-phenyl-ethyl)-nicotinamide (0.320 

grams, 0.868 mmole) and phosprorus oxychloride (0.7 ml) in toluene (10 ml) was stirred over 
night. The mixture was concentrated to dryness and dissolved in methanol (10 ml) and 
potassium carbonate was added. The mixture was stirred for 2 hours at room temperature and 
refluxed for 30 minutes. The methanol was evaporated, and the residue taken up in ethyl 
25 acetate. It was washed with water and brine, dried over Na 2 S0 4 , and concentrated to give a 
product that was purified by chromatography on silica gel eluting with 1/3 ethyl acetate/hexane 
to give a pale yellow oil (0.102 g). HRMS 351.0897; *H NMR (400 MHz, CDCI 3 ) d 4.06 (dd, 
J=8.1, 15.0 Hz, 1H), 4.56 (dd, J= 10.3, 15.0 Hz, 1H), 5.66 (dd, J=8.0, 10.3 Hz, 1H), 7.24 (m, 
10H), 8.8.27 (m, 2H). 
30 EXAMPLE 136 

2-(2^h1oro-phenyn-N42-(44luoro-Dhenoxy^DvrI din-3-vlVacetamide 
To a stirred solution 2-Chloro-benzoic acid (0.228g, 1.34 mmole), 2-(4-Fluoro- 
phenoxy)-pyridin-3-ylamine (0.300 grams, 1.47 mmole), and 1-hydroxybenzotriazole hydrate 
(0.217 grams, 1.61 mmole) in dry dimethyiformamide (10 ml) was added 1-(3-dimethylamino)- 
35 propyl)-3-ethylcarbodiimide hydrochloride (0.335 grams, 1.74 mmole) and stirred over night. 
The mixture was diluted with 50 ml water and extracted with ethyl acetate. The combined 
organics were washed with 1£i NaOH, water and brine, dried over Na 2 S0 4 , filtered and 
concentrated to give an oil that was purified by chromatography on silica. Recrystalization 

from_ethyl_.acetate/ hexane_gaye„a_sol^ for 

40 C 19 H l4 N 2 0 2 CIF: C, 63.96; H, 3.95; N, 7.85. Found: C, 63.64; H, 3.85; N, 8.41. 
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5 The compound of Example 137 was prepared according to the procedure of Example 

136 substituting the corresponding carboxylic acid for 2-Chloro-benzoic acid. The duration of 
reaction was between 1 and 24 hours. 

EXAMPLE 137 

2-/4-Acetvl-phenvn-N-f2-(4-fluoro-phenoxv^Pvridin-3-vl1-acetamide 

10 M.P. 118-120°C; Anal, calcd. for C 21 H 17 N 2 0 3 F: C, 69.22; H, 4.70; N, 7.69. Found: C, 

68.90; H, 5.75; N, 8.54. 

EXAMPLE 138 
N-(2-Chloro4)enzvl)-2-f343-(2-m^^ 

A solution of 2-{3-Amino-phenoxy)-N-(2-chloro-benzyl)-nicotinamide (0.100 grams, 
15 0.28 mmole) and 1-lsocyanato-2-methoxy-benzene (0.063 grams, 0.42 mmole) in dioxane 
(10 ml) was refluxed over night. The mixture was cooled to room temperature and 
concentrated to an oil which was purified by chromatography on silica gel eluting with 2% 
methanol/ methylene chloride to give a solid. Recrystalization from ethyl acetate/ hexane gave 
a solid (0.083 g). M.P. 180-182°C; Anal, calcd. for C 27 H 23 N 4 0 4 CI: C, 64.48; H, 4.61; N, 11.14. 
20 Found: C, 64.55; H, 4.60; N, 10.74. 

The compound of Example 139 was prepared according to the procedure of Example 
138 substituting the corresponding isocyanate for 1-!socyanato-2-methoxy-benzene. The 
duration of reaction was between 1 and 24 hours. 

EXAMPLE 139 

25 N-(2-Chloro-benzyn-2-[3-<3-naphthalen-1-yl-ureido)-phenoxy]-nicotinamlde 

M.P.121-123°C; Anal, calcd. for C 30 H 2 3N 4 O 3 CI: C, 68.90; H, 4.43; N, 10.71. Found: C, 
69.24; H, 4.52; N, 10.28. 

EXAMPLE HQ 

M-N-ri^5-Chloro4hiophen-2-vn 

30 N-[1-(5-Chloro-thiophen-2-yl)-ethyl]-2-(4-fluoro-phenoxy)-nicotinamide (0J50 g) was 

separated on a Chiral Cel AS Column eluting with 95 % hexane/ isopropanol. 

M.P. 78-80°C; Anal, calcd. for C te H 14 N 2 0 2 CISF: C, 57.37; H, 3.74; N, 7.42. Found: C, 
57.32; H, 3.68; N, 7.42. ct D = -53.9°(C=0.2, chloroform). 

The compound of Example 141 was prepared according to the procedure of Example 

35 140. 

EXAMPLE 141 
(+)-N-ri^5^hloro-thiophen-2-v^^ 
M.P. 78-80°C; Anal, calcd. for C 18 H 14 N 2 0 2 CISF: C, 57.37; H, 3.74; N, 7.42. Found: C, 
57.31; H,-3.80;-N l 7-.39.-a D -=-+52.8?(C=0.3 r chloroform). 
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5 EXAMPLE 142 

cis-2^3-»Chloro-phenoxvU3-/-4-phenvl-ri.31dioxolan-2-vn-pyridine 

A solution of 2-(3-Chloro-phenoxy)-pyridine-3-carbaldehyde (0.182 grams, 0.8 
mmole), (S)-1-Phenyl-ethane-1,2-diol (0.110 grams, 0.8 mmole) and pTSA (0.005 g) in 
toluene (10 ml) was refluxed for 48 hours. The mixture was concentrated and purified by 

10 chromatography on silica gel eluting with 4/1 hexane/diethyl ether to give a colorless oil. Anal, 
calcd. for C2oH 16 N0 3 CI: C, 67.90; H, 4.56; N, 3.96. Found: C, 68.57; H, 5.16; N. 3.52; a = 
+49.5°; *H NMR (400 MHz, CDCI 3 ) d 3.97 (dd, J=7.0, 7.8 Hz, 1H), 4.41 (dd, J=7.1, 7.7 Hz, 
1H), 5.24 (t, J=7.0 Hz, 1H), 6.36 (s, 1H), 7.25 (m, 10H) t 8.09 (m, 1H), 8.19 (m, 1H). 

The compound of Example 143 was prepared according to the procedure of Example 

15 142 substituting the corresponding diol for (S)-1-Phenyl-ethane-1,2-dioh The duration of 
reaction was between 1 and 48 hours. 

EXAMPLE 143 

trans-243-Chioro-phenoxv)-34-4-phenvl-n.31dioxolan-2-yl)-pyridinQ 

Anal, calcd. for C 20 H 16 NO 3 CI: HRMS 354.0894; a = +40.5°; *H NMR (400 MHz, 
20 CDCI 3 ) d 3.91 (t, J=8.1 Hz, 1H), 4.57 (dd, J=6.2, 8.3 Hz, 1H), 5.27 (t, J=7.0 Hz, 1H), 6.52 (s, 
1H), 7.25 (m t 10H), 8.05 (m, 1H) 8.17 (m, 1H). 

EXAMPLE 144 
2-<3-Amino-phenoxy)-N-f2-chloro-benzylVnScotinafn1de 

To a solution of 2-(3-Nitro-phenoxy)-N-(2-chloro-benzyl)-nicotinamide ( 0.530 g 1.38 
25 mmole) in methanol (15 ml) and tetrahydrofuran (20 ml) was added 10% Pt0 2 ( 0.0.50 g). 
This was shaken under 35 psi hydrogen for 1 hour 40 minutes. The catalyst was removed by 
filtration, and the solution was concentrated to give an oil that was purified by chromatography 
on silica gel eluting with 2.5% methanol/ methylene chloride. Recrystalization from ethyl 
acetate/ hexane gave crystals. (0.327 g). M.P. 101-103°C; Anal, calcd. for C 19 H 16 N 3 0 2 CI: C, 
30 64.5; H, 4.56; N, 11.88. Found: C, 64.15; H.4.07; N.11.80. 

EXAMPLE 14S 

(-)-N-[H$-CMoro4hioph^ 

N-[1"(5-Chloro-thiophen-2-yl)-ethyl]-2-(pyridin-3-yloxy)-nicotinamide(0.776 g) was 
separated on a Chiral Cel AD Column eluting with 9/1 heptane/ isoPropanol to give the 
35 product as an oil. Recrystalization from ethyl acetate/ hexane gave a white solid (0.217 g). 
M.P. 82-84°C; a = -51.5° (c= 0.2, CHCI 3 ). 

The compound of Example 146 was prepared according to the procedure of Example 

145. 

_ EXAMPLE 146 
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5 (+Wi-(g-Chioro-thiQPhe^^^ 

MP. 83-85°C; a = +49.8° (c= 0.3, CHCI 3 ). 

EXAMPLE 147 

(-l-2^5-Chloro-Dvridin-3-v^^ 

2-{5-Chloro-pyridin-3-yloxy)-N-[1 -(5-chloro-thiophen-2-yl)-ethyl]-nicotinamide (0.800 g) 
10 was separated on a Chiral Cel AS Column eluting with 90/9.9/0.1 heptane/ isopropanol/diethyl 
ether to give a solid. Recrystalization from ethyl acetate/ hexane gave a solid (0.393 g). M.P. 
133-135°C; a = -48.8° (c= 0.2). 

The compound of Example 148 was prepared according to the procedure of Example 

147. 

15 EXAMPLE 149 

^)-2>(S-Chloro-pvridjn-3-vloxv\-N-ri-(5-chloro-thiODhen-2-Yl)-ethyn- 
nicotinamide 

M.P. 133-135°C; a = +40.6° (c= 0.2). 

EXAMPLE 149 

20 (R)-N-(2-Hyd roxy-1-phenvl^thvn-2-(Dvridin-3-vloxvUnicotinamfde 

A solution of 2-(Pyridin-3-yloxy)-nicotinic acid (0.250 grams, 1.2 mmole) in thionyl 
chloride (TO ml) was heated to reflux. After 1 hour the reaction mixture was cooled to room 
temperature and concentrated under reduced pressure. The resulting residue was suspended 
in tetrahydrofuran (10 ml) and added dropwise to a solution of (R)-2-hydroxy-1 -phenyl 

25 ethylamine (0.160 grams, 1.2 mmole) in pyridine (5 ml) at 0°C. After 30 minutes the mixture 
was warmed to room temperature, stirred at room temperature for 1 hour and concentrated to 
remove pyridine. The crude product was purified by chromatography on silica gel eluting with 
ethyl acetate to give a yellow oil. HRMS 336.1324; a = +63.9° 12.3 mg/ml in methylene 
chloride. 1 H NMR (400mhz, CDCI 3 ) d 2.76 (bs, 1H) t 3.95-4.02 (m, 2H), 5.31-5.36 (m, 1H) t 

30 7.16-7.40 (m, 1H), 8.19 (dd , J=2.1 Hz, 4.8 Hz, 1H), 8.48-8.61 (m, 4H). 

EXAMPLE 150 

(R)- 3>(4-Phe nyl-4.5-dihvdro-oxazoh2-vn-2-(Pvridin-3-vloxv>-Dvridine 

A solution of (R)-N-(2-Hydroxy-2-phenyl-ethyl)-2-(pyridin-3-yloxy)-nicotinamide 
(0.050 grams, 0.16 mmole) and phosphorus oxychloride (150 nl, 1.6 mmole) in toluene (10 ml) 
35 was stirred over night. The mixture was concentrated to dryness and dissolved in methanol 
(10 ml) and potassium carbonate (250 ml) was added. The mixture was stirred for 24 hours at 
room temperature. The methanol was evaporated, and the residue taken up in ethyl acetate. 
It was washed with water and brine, dried over Na 2 S0 4 , and concentrated to give a product 

that was purified by- chromatography on silica gel eluting with 1/1 ethyl acetate/hexane to give 

40 a colorless oil (0.020 g). HRMS 318.1227; a = +21.2° ,9.5 mg/ml in methylene chloride. 1 H 
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5 NMR (400mhz, CDCy d 4.31 (t, J=8.3 Hz, 1H), 4.83 (dd, J=8.3 Hz, 10.2 Hz, 1H), 5.46 (dd, 
J=8.1 Hz, 10.2 Hz, 1H), 7.07-7.20 (m, 1H), 7.27-7.43 (m, 6H), 7.53-7.57 (m, 1H). 8.22-8.53 
(m,4H). 

The compound of Example 151 was prepared according to the procedure of Example 
150 substituting the corresponding hydroxy nicatinimide for (R)-N-(2-Hydroxy-2-phenyl-ethyl)- 
10 2-<pyridin-3-yloxy)-nicctinamide. The duration of reaction was between 1 and 24 hours. 

EXAMPLE 151 

fSl.344-Phenv i-4.S^ihvdro^xazol.2-vn-2.fPvridin-3-v>oxv)-Pvrldine 

HRMS 318.1267; a = -19.2° ,11.2 mg/ml in methylene chloride; 1 H NMR (400mhz. 

CDCIj) d 4.31 (t, J=8.3 Hz, 1H), 4.83 (dd, J=10.2 Hz, 8.3 Hz, 1H), 5.46 (dd, J=10.2 Hz, 8.1 
15 Hz, 1H), 7.09-7.57 (m, 7H), 7.54-7.57 (m, 1H), 8.23 (dd, J= 4.8 Hz, 1.9 Hz, 1H), 8.32-8.53 (m. 

3H). 

EXAMPLE 152 

(SyN.(2.Hvdr oity-1-Phenvl.ethvn.2.rDvridln-3-vloxvt-nicotinamide 

A solution 2-(Pyridin-3-yloxy)-nicotinic acid (0.500 g)in thionyl chloride (10 ml) was 
20 refluxed for 1 hour. The mixture was concentrated to dryness, dissolved in 10 ml 
tetrahydrofuran and used immediately. To a solution of (S)-2-phenylglycinol (0.190 grams, 1.4 
mmole) in dry pyridine (5 ml) at 0°C was added a solution of 2-(3-pyridin-3-yloxy)-nicotinoyl 
chloride (.325 grams, 1.4 mmole) in tetrahydrofuran (5 ml) and pyridine (5 ml), stirred at 0°C 
for 30 minutes and allowed to warm to room temperature over night The mixture was 
25 concentrated under reduced pressure and concentrated to a crude product that was purified 
by chromatography on silica gel eluting with 1:1 ethyl acetate/hexane to give a colorless oil. 
HRMS 336.1358; a = -69.2° c=6.2 mg/ml in methylene chloride; 'H NMR (400mhz, CDCI 3 ) d 
2.77 (bs, 1H), 3.98-4.08 (m, 2H), 5.31-5.36 (m, 1H), 7.14-7.40 (m, 7H), 7.57-7.60 (m. 1H), 
8.19 (dd, J= 1.9 Hz, 4.8 Hz, 1H). 8.44-8.61 (m, 4H). 
30 The compounds of Examples 153-156 were prepared according to the procedure of 

Example 152 substituting the corresponding amine for (S)-2-phenylglycinol. The duration of 
reaction was between 1 and 24 hours. 

EXAMPLE 15? 

(m-N^l.Hvdroxymethvl-2-me thvl-Dropvl1.2-fpvridin-3-vloxvt-nicotinamlde 

35 HRMS 302.15050; a = +6.1° ,8.7 mg/ml in methylene chloride. 'H NMR (400mhz, 

CDCI3) d 1.00 (dd. J=14.9 Hz, 6.8 Hz, 6H), 1.98-2.07 (m, 1H), 2.99 (bs, 1H). 3.73-3.83 (m, 
2H). 4.01-4.11 (m. 1H), 7.18-7.24 (m. 1H), 7.38.7.42 (m, 1H), 7.55-7.58 (m, 1H), 7.98 (d, 
J=6.6 Hz, 1H), 8.18 (dd, J= 4.8 Hz, 2.1 Hz, 1H), 8.52-8.62 (m, 3H). 

EXAMPLE154- 
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5 rS)-N-/1-Hvdr oYymethvl-2-methvl.DroDyn-24pvridin-3-vloxv^.nicotinamide 

HRMS 302.1475; a = -6.3° ,10.4 mg/ml in methylene chloride. *H NMR (400mhz, 
CDCI 3 ) d 1.00 (dd, J=14.9 Hz, 6.8 Hz. 6H), 2.00-2.07 (m. 1H), 3.09 (bs, 1H), 3.75-3.78 (m, 
2H), 4.01-4.07 (m, 1H), 7.18-7.25 (m. 1H), 7.38.7.41 (m, 1H), 7.54-7.57 (m, 1H), 7.98 (d, 
J=6.8 Hz, 1H), 8.17-8.19 (m, 1H), 8.48-8.53 (m, 2H). 8.59-8.61 (m, 1H). 
10 EXAMPLE 155 

fSUN-/1-HvdroxymBthvl- 2-methvl.butylU2-<pvridin.3-y»oxy)-nlcotinamide 
HRMS 316.1661; a = -10.8° ,10.0 mg/ml in methylene chloride. 1 H NMR (400mhz, 
CDCI 3 ) d 0.91 (t, J=7.3 Hz, 3H), 0.99 (d, J=8.8 Hz, 3H), 1.15-1.27 (m. 1H), 1.53-1.60 (m, 1H). 
1.74-1.84 (m, 1H), 2.78 (bs. 1H). 3.74-3.87 (m, 2H), 4.08-4.14 (m. 1H), 7.19-7.24 (m, 2H), 
15 7.41 (dd, J= 8.1 Hz, 4.57 Hz, 1H). 7.55-7.58 (m, 1H),8.00 (d, J=7.3 Hz, 1H), 8.19 (dd, J= 4.8 
Hz, 1.9 Hz, 1H), 8.53 (s, 1H), 8.60-8.63 (m, 1H). 

EXAMPLE 156. 

N-(2-Hydroxv.l .1-dimethvl-ethvn-2-<pvridin-3-vioxv>-nlcotinamide 
HRMS 288.1376; 1 H NMR (400mhz. CDCI 3 ) d 1.41 (s. 6H), 3.70 (d, J=5.6 Hz, 2H), 
20 4.54 (bs, 1H), 7.19 (dd, J= 6.6 Hz, 4.8 Hz, 1H), 7.39-7.42 (m, 1H), 7.55-7.58 (m, 1H), 7.94 (bs. 
1H), 8.18 (dd, J= 4.8 Hz, 2.1 Hz„ 1H), 8.53-8.59 (m, 3H). 

EXAMPLE 157 
N^2-Chloro-ben zyli2-HH.indoM-vloxvWnicotinamlde 

To a stirred solution 2-(1H-lndol-4-yloxy)-nicotinic acid (0.055g, 0.216 mmole) 2- 
25 chlorobenzylamine (0.034 grams, 0.238 mmole), and 1-hydroxybenzotriazole hydrate (0.035 
grams, 0.259 mmole) in dry dimethylformamide (5 ml) was added 1-(3-dimethylamino)-propyl)- 
3-ethylcarbodiimide hydrochloride (0.054 grams, 0.281 mmole) and stirred over night The 
mixture was diluted with 100 ml water and extracted with ethyl acetate. The combined 
organics were washed with 1ft NaOH, water and brine, dried over Na 2 S0 4 , filtered and 
30 concentrated to give an oil that was purified by chromatography on silica. Recrystalization 
from ethyl acetate/ hexane gave a pink/white solid. (0.053 g). M.P. 185-187°C; Anal, calcd. 
for C2iH 16 N 3 0 2 CI: C, 66.76; H, 4.27; N, 11.12. Found: C, 66.42; H, 4.14; N, 10.95. 

The compound of Example 158 was prepared according to the procedure of Example 
157 substituting the corresponding amine for 2-chlorobenzylamine. The duration of reaction 
35 was between 1 and 24 hours. 

EXAMPLE 1S8 

N-(5-Chioro-t hiQphen-2-vlmethvh-2-f1H-indol-4-vloxv>-nicotinamicle 

M.P. 157-159°C; Anal, calcd. for C 19 H 14 N 3 0 2 CIS: C, 59.45; H. 3.68; N, 10.9. Found: C, 
59.38hH, 3^N-10.95; 
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5 EXAMPLE 159 

N-(5-Acetyl- thiophen-2-vlmethvl^2-(pvridin-3-vloxv^nicotinamide 

A solution of N-[5-(2-Methyl-[1 ,3]dioxolan-2-yl)-thiophen-2-ylmethyl]-2-(pyridin-3- 
yloxy)-nicotinamide (0.680 g) in 2 H hydrochloric acid (20 ml) and methylene chloride (20 ml) 
was stirred at room temperature over night. The mixture was extracted with chloroform, 
10 washed with water, dried over MgS0 4t filtered and concentrated to give a solid which was 
triturated in diethyl ether to give a white solid. (0.480 g). M.P. 201-203°C; Anal, calcd. for 
C 18 H 15 N303S: C, 61.18; H, 4.28; N, 11.89. Found: C, 60.09; H, 4.25; N, 11.61. 

EXAMPLE 160 

N-[5^1-HYdro xy^thvtUhioph^^ 

15 To a stirred suspension of N-(5-Acetyl-thiophen-2-ylmethyl)-2-(pyridin-3-yloxy)- 

nicotinamide (0.300 grams, 0.85 mmole) in methylene chloride (25 ml) and tetrahydrofuran (25 
ml) at room temperature was added sodium borohydride (.035 grams, 0.93 mmole) and stirred 
for 2 hours. The mixture was quenched with saturated NH 4 CI (-1 ml) and concentrated under 
reduced pressure to about 15 ml. This mixture was poured into water and extracted with ethyl 

20 acetate. The combined organics were washed with water and brine, dried over MgS0 4 , filtered 
and concentrated to give an oil that was purified by chromatography on silica eluting with 5% 
methanol/ methylene chloride. Recrystalization from ethyl acetate/ hexane gave a white solid. 
(0.207 g). M.P. 92-94°C; Anal, calcd. for C ia H 17 N 3 03S: C, 60.83; H, 4.82; N, 11.82. Found: C, 
60.68; H, 4.77; N, 11.89. 

25 EXAMPLE 161 

345-Phenvt-4 .5-dihvdro-oxazol-2-vn-2-(Pvridin-3-vloxv^Pvridine 
A solution of N-(2-Hydroxy-2-phenyl-ethyl)-2-(pyridin-3-yloxy)-nicotinamide (0.450 
grams, 1.3 mmole) and phosphorus oxychloride (1.25 ml, 13 mmole) in toluene (5 ml) was 
stirred over night. The mixture was concentrated to dryness and dissolved in methanol (5 ml) 

30 and potassium carbonate (0.500 g) was added. The mixture was stirred at room temperature 
over night The mixture was poured into water and extracted with ethyl acetate. The 
combined organics were washed with water and brine, dried over Na 2 S0 4 , and concentrated 
to give an oil that was purified by chromatography on silica gel eluting with ethyl acetate to 
give a colorless oil (0.042 g). HRMS 318.1269; ! H NMR (400mhz, CDCI 3 ) d 4.09 (dd, J=15.1 

35 Hz.8.1 Hz, 6H), 4.57 (dd, J= 15.1Hz, 10.3 Hz, 1H), 5.67 (dd, J= 10.2 Hz, 7.9 Hz, 1H), 7.09- 
7.13 (m, 1H), 7.32-7.39 (m, 6H), 7.54-7.57 (m, 1H), 8.20-8.22 (m, 1H), 8.29-8.31 (m, 1H), 8.46 
(dd, J= 4.6 Hz, 1.0 Hz, 1H), 8.61-8.64 (m, 1H). 

EXAMPLE 162 

IS 3^4-lfiODrQpyl-4.5-dihvdro-oxazol-2-vn-2>(Pvridin-3-vloxv^Pvridine 
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5 A solution of N-{1-Hydroxy-2-methyl-propyl)-2-(pyridin-3-yloxy)-nicotinamide (0.090 

grams, 0.299 mmole) and phosphorus oxychloride (1.0 ml,) in toluene (5 ml) was stirred over 
night. The mixture was concentrated to dryness and dissolved in methanol (5 ml) and 
potassium carbonate (0.250 g) was added. The mixture was stirred at room temperature over 
night. The mixture was poured into water and extracted with ethyl acetate. The combined 

10 organics were washed with brine and concentrated to give a product that was purified by 
chromatography on silica gel eluting with ethyl acetate to give a colorless oil (0.053 g). MS m/z 
[M+] 284; a = +47.1° ,5.5 mg/ml in methylene chloride 1 H NMR (400mhz, CDCI 3 ) d 0.98 (dd, 
J=32.8 Hz, 6.6 Hz, 6H), 1.78-1.89 (m, 1H), 4.12-4.19 (m, 2H), 4.39-4.46 (m, 1H), 7.07-7.10 
(m, 1H), 7.31-7.34 (m, 1H), 7.51-7.54 (m, 1H), 8.18-8.22 (m, 2H), 8.44-8.50 (m, 2H). 

15 The compound of Example 163 was prepared according to the procedure of Example 

162 substituting the corresponding hydroxy nicatinamide for N-(1-Hydroxy-2-methyl-propyl)-2- 
(pyridin-3-yloxy)-nicotinamide. The duration of reaction was between 1 and 24 hours. 

EXAMPLE m 

{R) 3-/4-lsoDropvl-4.5-dihvdro-oxazot-2-vn-24Pvridin-3-vloxv)-pyridlne 
20 HRMS 284.13915; a =-52.7° ,10.0 mg/ml in methylene chloride. 1 H NMR (400mhz f 

CDCI 3 ) d 0.98 (dd, J=32.8 Hz, 6.6 Hz, 6H), 1.86-1.92 (m, 1H), 4.12-4.19 (m, 2H), 4.39-4.45 
(m, 1H), 7.08 (dd, J= 7.5 Hz, 4.8 Hz, 1H), 7.31-7.34 (m, 1H), 7.51-7.5 (m, 1H), 8.18-8.22 (m, 
2H), 8.44 (dd, J= 4.6 Hz, 1 .2 Hz, 1 H), 8.50 (d, J= 2.7 Hz, 1 H). 

EXAMPLE 164 

25 (R)-3-<4-sec-Butvl-4.5-dihydro-oxazol-2 -vn-2WPvr8dln-3-yloxyWpyridlne 

A solution of N-(1 -Hydroxy methyl-2-methyl-butyl)-2-(pyridin-3-yloxy)-nicotinamide 
(0.120 grams, 0.400 mmole) and phosphorus oxychloride (400 nl, 4.0 mmole) in toluene (5 ml) 
was stirred over night. The mixture was concentrated to dryness and dissolved in methanol (5 
ml) and potassium carbonate (0.250 g) was added. The mixture was concentrated to give a 

30 crude product that was purified by chromatography on silica gel eluting with ethyl acetate to 
give a colorless oil (0.060 g). ; Anal, calcd. for C 17 H 19 N 3 0 2 : C, 68.67; H,6.44; N, 14.13. Found: 
C, 68.28; H, 6.82; N, 13.33; HRMS 298.1530; a = -42.9°, 11.2 mg/ml in methylene chloride, 1 H 
NMR (400mhz, CDCI 3 ) d 0.95 (t, J=7.3 Hz, 3H), 1.19-1.30 (m, 1H), 1.54-1.62 (m, 1H), 1.71- 
1.77 (m, 1H), 4.14-4.18 (m, 1H), 4.25-4.31 (m, 1H), 4.40 (dd, J= 9.8 Hz, 7.1 Hz„ 1H), 7.08 

35 (dd, J= 7.5 Hz, 5.0 Hz„ 1H), 7.31-7.35 (m, 1H), 7.51-7.54 (m, 1H), 8.18-8.22 (m, 2H), 8.44- 
8.50 (m, 2H). 

EXAMPLE 165 

5-({f244-Fluoro-Dhenoxv^pyridine-3^a rbonvn-aminoVmethvn->1H-8ndole>2> 

— carboxvlic acid 
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5 A solution of 5-({[2-(4-Fluoro-phenoxy)-pyridine-3-carbonyl]-amino}-methyl)-1 H-indole- 

2-carboxylic acid ethyl ester (0.043 grams, 0.099 mmole) in 1]i sodium hydroxide (0.25 ml, 
0.25 mmole) and ethanol (5 ml) was refluxed for 9 hours. The mixture was concentrated 
under reduced pressure to dryness and dissolved in water (2 ml). The mixture was acidified 
with 2 U hydrochloric acid giving a white solid which was isolated by filtration (0.032 g). MP. 
10 236-238; Anal, calcd. for C 22 H 16 N 3 0 4 F: C, 65.18; H.3.98; N. 10.37. Found: C, 65.12; H, 4.08; 
N, 10.20. 

EXAMP LE 1 6 6 

fR»-3-(4-Phenvl-ri.31dioxolan-2.vl>.2-fPvri din-3-vloxv^yririlnA 

A solution of 2-(Pyridin-3-yloxy)-pyridine-3-carbaldehyde (0.150 grams, 0.75 mmole), 
15 (R)-1-Phenyl-ethane-1,2-diol (0.105 grams, 0.75 mmole) and pTSA (0.005 g) in toluene (10 
ml) was refluxed over night The mixture was concentrated under reduced pressure and 
dissolved in ethyl acetate. The organics were washed with saf d bicarb and brine, dried over 
Na 2 S0 4 and purified by chromatography on silica gel eluting with diethyl ether to give a yellow 
oil. (mixture of cis and trans) HRMS 321.1260; a = -46.3° 9.2 mg/ml in methylene chloride; 1 H 
20 NMR (400mhz, CDCI 3 ) d 3.93-4.00 (m, 1H), 4.42 (dd, J= 7.9 Hz, 7.0 Hz„ 1/2 H), 4.56-4.60 (m, 
1/2H), 5.25-5.30 (m, 1H), 6.39 (s, 1/2H), 6.56 (s, 1/2H), 7.10-7.12 (m, 1H), 7.30-7.40 (m, 6H), 
7.49-7.55 (m, 1H), 8.02-8.16 (m, 2H), 8.43-8.52 (m, 2H). 

The compounds of Examples 167-169 were prepared according to the procedure of 
Example 166 substituting the corresponding diol for (R)-1-Phenyl-ethane-1,2-diol. The 
25 duration of reaction was between 1 and 24 hours. 

EXAMPLE 167 

(S>-3-(4-Phenvl-ri.31dloxolan-2-vn.2-fPyrldln-3.vloxyt. fl y rldlnft 

Anal, calcd. for C 19 H 16 N 2 0 3 : C, 71.24; H, 5.03; N, 8.74. Found: C, 71.02; H, 5.32; N, 
8.03; a = -48.8° 12.8 mg/ml in methylene chloride; 1 H NMR (400mhz. CDCI 3 ) d 3.90-4.00 (m, 
30 1H), 4.42 (dd, J= 7.9 Hz, 7.1 Hz, 1/2H), 4.56-4.58 (m, 1/2H), 5.20-5.28 (m, 1H), 6.40 (s, 1/2H), 
6.57 (s, 1/2H). 7.08-7.12 (m, 1H), 7.32-7.41 (m, 6H), 7.53-7.55 (m, 1H). 8.10-8.15 (m, 2H). 
8.44-8.54 (m, 2H). 

EXAMPLE 168 

f$)-3-r4-(2-Chloro-phenvn-ri.31dioxolan-2.vn-2-fPvridln.3-yl oxvUDyridln e 

35 Anal, calcd. for C 19 H 15 N 2 0 3 CI; HRMS 355.0864; a = +55.5° 12.1 mg/ml in methylene 

chloride; 'H NMR (400mhz, CDCy d 3.80-3.96 (m, 1H), 4.5&4.60 (m, 1/2H), 4.78-4.82 (m, 
1/2H), 5.58-5.62 (m. 1H). 6.39 (s, 1/2H), 6.53 (s, 1/2H), 7.11-7.15 (m, 1H), 7.20-7.38 (m, 5H), 
7.53-7.60 (m, 1H), 8.06-8.18 (m, 2H). 8.44-8.54 (m, 2H). 

__. EXAMPLE 169 - — 
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5 (R^3-r4^2^hloro-phenvlM1.31dioxolan-2-vn-2-fPvridin -3-vloxyVpyridlne 

Mixture of cis and trans isomers; Anal, calcd. for C 19 H 15 N 2 0 3 CI; C, 64.32; H, 4.26; N, 
7.90. Found: C, 64.31; H, 4.42; N, 7.72; a = -61.1° 10.2 mg/ml in methylene chloride; % H NMR 
(400mhz, CDCI 3 ) d 3.82 (dd, J= 8.2 Hz, 7.3 Hz„ 1/2 H), 3.95 (dd, J= 7.2 Hz, 6.2 Hz, t 1/2 H), 
4.58 (dd, J= 8.0 Hz, 7.3 Hz„ 1/2 H), 4.80 (dd, J= 8.5 Hz, 6.4 Hz, 1/2 H), 5.58-5.62 (m, 1H), 
10 6.39 (s, 1/2H), 6.53 (s, 1/2H), 7.10-7.15 (m, 1H), 7.24-7.38 (m, 4H), 7.55-7.68 (m, 2H), 8.06- 
8.18 (m, 2H). 8.45-8.55 (m, 2H). 

EXAMPLE 170 

2-F2^Pvridin>3-vioxvUDvridin-3.>vn>3-oxa-1-aza-spiror4.41non-1>ene 

A solution of N-(1 -Hydroxy methyl-cyclopentyl)-2-(pyridin-3-yloxy)-nicotinamide (0.045 
15 grams, 0.144 mmole) and phosphorus oxychloride in toluene (5 ml) was stirred over night. 
The mixture was concentrated to dryness and dissolved in methanol (5 ml) and potassium 
carbonate was added. The mixture was concentrated to give a crude product that was purified 
by chromatography on silica gel eluting with ethyl acetate to give a yellow oil (0.021 g). HRMS 
296.1417; *H NMR (400mhz, CDCI 3 ) d 1.65-1.74 (m, 4H), 1.86-1.91 (m. 2H), 1.96-2.03 (m, 
20 2H), 4.25 (s t 2H), 7.08 (dd, > 7.5 Hz, 5.0 Hz, 1H), 7.32 (dd, J= 8.3 Hz, 4.8 Hz, 1H), 7.51-7.54 
(m, 1H), 8.15-8.22 (m, 2H) t 8.43-8.50 (m t 2H). 

EX AMPLE 17 1 
N-Propyl-2-(pYridin-3-yloxy)-nicotinamlde 

To a solution of 2-(pyridin-3-yloxy)-nicotinic acid (0.100 g 0.462 mmole), BOP (0.205 
25 grams, 0.463 mmole) and DIEA (0.242 jil) in dimethylformamide (5 ml) was added n-propyl 
amine (40 0.486 mmole) and stirred for 4 hours at room temperature. The reaction was 
quenched with 10 \i\ water and extracted with ethyl acetate. The combined organics were 
washed with alternating portions of 5% citric acid and sat'd bicarb, dried over Na 2 S0 4 , filtered 
and concentrated to a product which was purified by chromatography on silica gel eluting with 
30 diethyl ether to give a white crystalline solid ( 0.068 g). M.P. 55-56°C; *H NMR (400mhz, 
CDCI3) d 0.98 (t, J= 7.3 Hz, 3H), 1.61-1.70 (m, 2H), 3.45-3.50 (m, 2H), 7.19 (dd, J= 7.5 Hz, 
4.8 Hz, 1H), 7.38-7.41 (m, 1H), 7.52-7.55 (m, 1H), 7.72 (bs, 1H), 8.16 (dd, J= 4.8 Hz, 2.1 Hz, 
1H), 8.52-8.63 (m, 3H). 

The compounds of Examples 177-182 were prepared according to the procedure of 
35 Example 171 substituting the corresponding amine for n-propyl amine. The duration of 
reaction was between 1 and 24 hours. 

EXAMPLE 172 
N-|sopropyl-2-(pyridin-3-YlQXY)-nicotinamide 
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5 *H NMR (400mhz, CDCI 3 ) d 1.27 (d, J= 6.4 Hz, 6H). 4.29-4.34 (m, 1H), 7.18 (dd, J= 

7.7 Hz, 4.8 Hz, 1H), 7.39-7.42 (m, 1H), 7.51 (bs, 1H), 7.53-7.57 (m. 1H), 8.16 (dd, J= 4.8 Hz, 
2.1 Hz, 1H), 8.53-8.62 (m, 3H). 

EXAMPLE 173 
N-lsobutyl-2-(pyridln-3- yloxy)-nicotinamide 

10 Anal, calcd. for C 1S H 17 N 3 0 2 ; 'H NMR (400mhz. CDCI 3 ) d 0.97 (d, J= 6.6 Hz, 6H), 

1.71-1.95 (m, 1H), 3.35 (dd, J= 6.6 Hz, 5.8 Hz, 2H), 7.19 (dd, J= 7.8 Hz, 4.8 Hz, 1H), 7.39- 
7.42 (m. 1H), 7.53-7.56 (m. 1H), 7.76 (bs, 1H), 8.16 (dd, J= 4.8 Hz, 1.9 Hz, 1H), 8.52-8.63 (m, 
3H). 

EXAMPLE 174 
15 N-Butyl-2-<pyrldin-3-vloxvl-nicotinamide 

M.P. 55-56°C; Anal, calcd. for C 15 H, 7 N 3 0 2 ; 1 H NMR (400mhz, CDCy d 0.93 (t, J= 7.5 
Hz, 3H), 1.37-1.44 (m, 2H), 1.57-1.65 (m, 2H), 3.48-3.53 (m, 2H), 7.16-7.19 (m, 1H). 7.38- 
7.42 (m, 1H), 7.52-7.55 (m, 1H), 7.70 (bs, 1H), 8.15 (dd, > 4.8 Hz. 1.9 Hz, 1H), 8.51-8.63 (m, 
3H). 

20 EXAMPLE 17S 

N-Pentyl-2-(BYridin-3-yioxy)-nicptini>ml(le 

M.P. 61-62°C; Anal, calcd. for C 16 H l9 N 3 0 2 ; C, 67.32 H, 6.71; N, 14.72. Found: C, 
67.52; H, 6.88; N, 14.23 

EXAMPLE 176 

25 (Sl-N-sec-Butvl-2-Jpvridin-3-vloxv)-nicotinamide 

M.P. 64-65°C; Anal, calcd. for C 1S H 17 N 3 0 2 ; C, 66.40 H, 6.32; N, 15.49. Found: C, 
66.66; H, 6.48; N, 14.89. a = +9.0° 10.9 mg/ml in methylene chloride. 

EXAMP LE 177 

(R)-N-sec-Bu tyl-2-(pyridin-3-yloxy)-nicot>namlde 

30 M.P. 55-56°C; Anal, calcd. for C 1S H 17 N 3 0 2 ; C, 66.40 H, 6.32; N. 15.49. Found: C, 

67.14; H, 6.37; N, 14.70. a = -8.48° 12.5 mg/ml in methylene chloride. 

EXAMPLE 178 
2-(Pyridin-3-yloxyl-N-(4-sulfamoyl-benzyl)-nicotinamlde 

M.P. 196-197°C; Anal, calcd. for C 18 H 16 N 4 0 4 S: C, 56.24 H, 4.20; N, 1475. Found: C, 
35 54.95; H, 4.30; N, 14.11. 

EXAMPLE 179 

2-fPyridin-3-vloxv\-N-<1-sulfamovl-p|peridln-4-vlmethvh-nicotinamide 

M.P. 165-166°C; HRMS 392.1382. 
— EXAMPLE 18P ~ 
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5 N-(1H-lndol-4-ylmethyl)- 2-(pvridin-3-yloxv)-nicotinaml^g 

M.P. 134-135°C; Anal, calcd. for C^H^NA: C, 69.76 H, 4.68; N, 16.27. Found: C. 
69.45; H.4.63; N, 16.15. 

EXAMPLE 181 
N-Pyridin-a-vlmethvl^-fpyrldln-S-vloxyVniftfttin^^irtp 

10 M.P. 118-119°C; Anal, calcd. for C 17 H 14 N 4 0 2 : C, 66.66 H, 4.61; N, 18.29. Found: C, 

66.24; H, 4.58; N, 18.21. 

EXAMPLE 182 

N-Ben^ori.31dioxol-5-vlmethvl-2-(Pvridin-3-vloxvWnicntin a miH q 

M.P. 130-131°C; Anal, calcd. for C 19 H 15 N 3 0 4 : C, 65.32; H, 4.33; N, 12.03. Found: C, 
15 64.62; H, 4.14; N, 11.87. 

EXAMPLE 183 

N-r4-(1-HYdro xv.l.methvl-ethvn-benzvn-2-f3-trifluorom e thx/i-p hpn ft »Y). 
nicotinamide 

To a stirred solution 2-(3-Trifluoromethyl-phenoxy)-nicotinic acid (0.31 1g, 1.1 mmole) 
20 2-(4-Aminomethyl-phenyl)-propan-2-ol (0.200 grams, 1.21 mmole). and 1- 
hydroxybenzotriazole hydrate (0.178 grams, 1.32 mmole) in dry dimethylformamide (15 ml) 
was added 1-(3-dimethylamino)-propyl)-3-ethylcarbodiimide hydrochloride (0.275 grams, 1.43 
mmole) and stirred over night The mixture was diluted with 250 ml water and extracted with 
ethyl acetate. The combined organics were washed with water and brine, dried over Na 2 S0 4 , 
25 filtered and concentrated to give an oil that was purified by chromatography on silica eluting 
with 4% methanol/ methylene chloride to give a foam. (0.350 g). M.P. 37-39°C; *H NMR 
(CDCI 3 ) d 1.56 (6 H, s), 4.69 (2 H, d, J= 5.81 Hz), 7.2-7.6 (9 H, m), 8.02 (1 H, s), 8.20 (1 H, 
m), 8.64 (1 H, m). 

The compound of Example 184 was prepared according to the procedure of Example 
30 183 substituting the corresponding amine for ) 2-(4-Aminomethyl-phenyl)-propan-2-ol. The 
duration of reaction was between 1 and 24 hours. 

EXAMPLE 184 

N-f2-Chloro-benzvl>-2-<3-trifluoroin B thyl.phi. noxvWnicotin a mlri < > 

M.P. 88-90°C; Anal, calcd. for C2oH 14 N 2 0 2 F 3 CI; C, 59.05 H, 3.47; N, 6.89. Found: C, 
35 58.89; H, 3.39; N, 6.94. 

EXAMPLE 185 

2-(2-Chloro-Phenvn.N-r2.fDvridin^^l 0 y V Upyridin.3.Yn - a r.pt an i | ri^ 

To a stirred solution 2-chloro-benzoic acid (0.200g, 1.17 mmole), 2-(Pyridin-3-yloxy)- 

pyridin-3-ylamine- (0,239 gramsr-1:28-mmole), and 1 -hydroxy benzotriazole hydrate (0:190 

40 grams, 1 .40 mmole) in dry dimethylformamide (15 ml) was added 2-diethylaminoethyl chloride 
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5 hydrochloride (0.292g, 1.52 mmole) and stirred over the weekend. The mixture was diluted 
with 200 ml water and extracted with ethyl acetate. The combined organics were washed with 
1JJ NaOH, water and brine, dried over Na 2 S0 4l filtered and concentrated to give an oil that 
was purified by chromatography on silica. Recrystaiization from ethyl acetate/ hexane gave a 
solid. (0.093 g). M.P. 137-139°C; Anal, calcd. for C lB H 14 N 3 0 2 CI: C, 63.63; H, 4.15; N, 12.37. 
10 Found: C, 63.30; H, 4.30; N, 12.34. 

The compound of Example 186 was prepared according to the procedure of Example 

187 substituting the corresponding carboxylic acid for 2-chloro-benzoic acid. The duration of 
reaction was between 1 and 24 hours. 

EXAMPLE 186 

15 2-(4-Acetyl-D henyl^-N-r2WDvridin-3-vloxv)-Pvridin-3>vl1-acetamlde 

M.P. 1 10-1 12°C; 1 H NMR (CDCI 3 ) d 2.6 (3 H, s), 3.90 (2 H, s), 7.0-8.7 (12 H, m). 

E XAM PLE 187 

2W3-Ch>oro-Dhenoxv)-N-f4W1-hvdroxv-1-methvl-ethvl>-benzvn-nicotinamlde 

To a stirred solution 2-(3-chloro-phenoxy)-nicotinic acid (0.301g, 1.21 mmole) 2-(4- 
20 Aminomethyl-phenyl)-propan-2-ol (0.200 grams, 1.21 mmole), and 1-hydroxybenzotriazole 
hydrate (0.178 grams, 1.32 mmole) in dry dimethylformamide (15 ml) was added 1-(3- 
dimethylamino)-propyl)-3-ethylcarbodiimide hydrochloride (0.275 grams, 1.43 mmole) and 
stirred over night. The mixture was diluted with 200 ml water and extracted with ethyl acetate. 
The combined organics were washed with water, 1N sodium hydroxide and brine, dried over 
25 MgS0 4l filtered and concentrated to give an oil that was purified by chromatography on silica 
eluting with 6% methanol/ methylene chloride to give a solid. (0.258 g). M.P. 57-59°C; Anal, 
calcd. for C 22 H 21 N 2 0 3 CI: C. 66.50; H, 5.33; N, 7.06. Found: C, 67.15; H, 5.95; N, 6.68. 

The compound of Example 189 was prepared according to the procedure of Example 

188 substituting the corresponding amine for2-(4-Aminomethyl-phenyl)-propan-2-ol. The 
30 duration of reaction was between 1 and 3 hours. 

EXAMPLE 1 89 
N-(2-Chloro-benzyn-2-r3- chlQrQ>phenoxv^-nicotinamide 

M.P. 126-128°C; Anal, calcd. for C 19 H 14 N 2 0 2 CI 2 : C, 61.14; H, 3.78; N t 7.51. Found: C, 
61.07; H. 3.73; N.7.51. 
35 EXAMPLE 190 

(S^-2-<4-{2-[2 ^4-Fluoro-phenoxv^Pvridin-3-vn-ri.31dioxolan-4-v»-Dh6nyl)- 

propan-2-Pl 

To a solution of (S)-4-{2-[2-(4-Fluoro-phenoxy)-pyridin-3-y!]-[1 ,3]dioxoIan-4-yl}- 
— benzoic acid ethyl ester (0.085-grams r 0.2H7imole) in tetrahydrofuran-(5 ml) at -78°C 1.4 M 
40 methyl lithium in diethyl ether (0.45 ml, 0.6 mmole) was added dropwise to keep the 
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5 temperature below -60°C and stirred at -78°C for 90 minutes. The mixture was warmed to 
0°C, quenched with sard NH 4 CI and extracted with ethyl acetate. The combined organics 
were washed with water and brine, dried over MgS0 4 , filtered and concentrated to an oil which 
was purified by chromatography on silica eluting with 1/4 ethyl acetate/ hexane to give a 
colorless oil. (0.45 g); Anal, calcd. for C^NC^F: C, 69,86; H, 5.61; N, 3.54. Found: C.70.85; 

10 H, 6.22; N f 3.15; *H NMR (400mhz, CDCI 3 ) d 1.58 (s, 6 H), 3.90-4.00 (m, 1H), 4.38-4.42 (m, 
1/2 H), 4.54^.58 (m, 1/2 H), 5.21-5.28 (m, 1H), 6.37 (s, 1/2H), 6.55 (s, 1/2H), 6.98-7.15 (m t 
5H), 7.34-7.38 (m, 2H), 7.44-7.52 (m, 2H), 7.99-8.16 (m, 2H). 

The compounds of Examples 191-192 were prepared according to the procedure of 
Example 190 substituting the corresponding ester for of (S)-4-{2-[2-(4-Fluoro-phenoxy)- 

15 pyridin-3-ylH1,3]dioxolan-4-yl}-benzoic acid ethyl ester. The duration of reaction was between 
1 and 3 hours. 

EXA MPLE 191 

cis-(Rl-2-f4-f2-f2-(4-Fluo^ 

propan-2-ol 

20 Anal, calcd. for C23H22NO4F: a = -45.3° 15.2 mg/ml in methylene chloride; 1 H NMR 

(400mhz, CDCI3) d 1.58 (s, 6 H) t 3.96-4.00 (m, 1H), 4.39-4.42 (m, 1 H), 5.21-5.24 (m, 1H), 
6.38 (s, 1H), 7.04-7.14 (m, 5H), 7.40 (d f J= 8.1 Hz, 2H), 7.50 (d, J= 8.5 Hz, 2H), 8.05-8.16 (m, 
2H). 

EXAMPLE m 

25 trans-(Rl-2-(4-f242-(4-F^ 
prop^n-2-Pl 

Anal, calcd. for C 2 3H 22 N0 4 F: 1 H NMR (400mhz, CDCI 3 ) d 1.58 (s f 6 H), 3.92 (t, J= 7.9 
Hz, 1H), 4.55-4.58 (m, 1 H), 5.23-5.28 (m, 1H), 6.54 (s, 1H), 7.03-7.19 (m, 5H), 7.40 (d, J= 8.3 
Hz, 2H), 7.51 (d, J= 8.1 Hz, 2H),7.99-8.15 (m, 2H). 
30 EX AMP LE 193 

2-(4-Fluoro-DhenoxvWN-(4-sulfaniovl-benzvh-nicotinamide 
To a solution of 2-(4-Fluoro-phenoxy)-nicotinic acid (0.110 g 0.470 mmole), BOP 
(0.205 grams, 0.470 mmole) and DIEA (0.242 nl, 1.42 mmole) in dimethylformamide (5 ml) 
was added 4-Aminomethyl-benzenesulfonamide (0.105 grams, 0.470 mmole) and stirred at 
35 room temperature over night The reaction was quenched with water and extracted with ethyl 
acetate. The combined organics were washed with alternating portions of 5% citric acid and 
safd bicarb, dried over Na 2 S0 4( filtered and concentrated to a product which recrystalized 
from ethyl acetate to give white crystals ( 0.100 g). M.P. 222-223°C; Anal, calcd. for 
C 19 H 16 N30 4 SF;_C, 56.85; H r _4.02;.N,._10.47..Found: C,_55.52; H, 4.14; N, 10.16. 
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5 The compounds of Examples 194-195 were prepared according to the procedure of 

Example 193 substituting the corresponding amine for 4-Aminomethyl-benzenesulfonamide. 
The duration of reaction was between 1 and 3 hours. 

EXAMPLE 194 

2-(4"FluorQ-phenoxv)-N-f1-sulfamovl-piperidin^vlmethvn-nicotinamide 

10 M.P. 225-226°C; Anal, calcd. forC 18 H 21 N 4 0 4 SF: C, 52.93 H, 5.18; N, 13.72. Found: C f 

52.73; H, 5.16; N, 13.72. 

EXAMPLE 195 

N-(3.4-Dihvdro-2H-Pvran-2>vlmethvH-2-(4-fluoro-phenoxyynicQtinamide 

M.P. 55-57°C; HRMS 329.1324. 
15 EXAMPLE 196 

2-(3-Cvano-phenoxv)-N-(4«sulfamovNbenzvn-nlcottnamtde 

To a solution of 2-(3-Cyano-phenoxy)-nicotinic acid (0.140 g 0.600 mmole), BOP 
(0.260 grams, 0.600 mmole) and DIEA (0.310 \x\ t 1.8 mmole) in dimethylformamide (5 ml) was 
added 4-Aminomethyl-benzenesulfonamide (0.135 grams, 0.600 mmole) and stirred at room 

20 temperature over night. The reaction was quenched with water and extracted with ethyl 
acetate. The combined organics were washed with alternating portions of 5% citric acid and 
sat'd bicarb, dried over Na 2 S0 4l filtered and concentrated to a product which was 
recrystalized from ethyl acetate to give a white solid ( 0.100 g). M.P. 179-180°C; Anal, calcd. 
for C 20 H 16 N 4 O 4 S; C, 58.81; H, 3.95; N, 13.72. Found: C, 57.47; H. 4.15; N, 13.45. 

25 EXAMPLE 197 

N44-Sulfamovl-ben2vn-2^3-tetrazoM-vl-phenoxv>-nicotinamidB 
To a stirred solution 2-(3-Tetrazol-1-yl-phenoxy)-nicotinic acid (0.050g, 0.180 mmole) 
4-Aminomethyl-benzenesulfonamide (0.060 grams, 0.26 mmole), and 1 -hydroxy benzotriazole 
hydrate (0.031 grams t 0.23 mmole) in dry dimethylformamide (2 ml) was added 2- 

30 diethylaminoethyl chloride hydrochloride (0.044 grams, 0.23 mmole) and stirred over night 
The mixture was diluted with 200 ml water and extracted with ethyl acetate. The combined 
organics were washed with water, 1H sodium hydroxide and brine, dried over MgS0 4l filtered 
and concentrated to give a product that was purified by chromatography on silica eluting with 
5% methanol/ methylene chloride to give a white solid. (0.013 g). M.P. 72-74°C; 1 H NMR 

35 (400mhz, CDCI 3 ) d 4.55 (d, J= 6.0 Hz, 2H), 6.74-6.84 (m, 2 H), 7.21-7.37 (m, 4H), 7.49 (d, J= 
8.5 Hz, 2H). 7.72 (d, J= 8.3 Hz, 2H), 8.10-8.21 (m, 2H), 9.05 (t, J= 6.0 Hz, 1H). 

EXAMPLE 199 

N-r4-f1-Hvdroxv-1>methvt^thvt>-cvclohexvlmethvn-2-r3-methoxv-DhenQxyy 
nicotinamide 
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5 To a solution 4-({[2-(3-Methoxy-phenoxy)-pyridine-3-carbonyl]-amino}-methyl)- 

cyclohexanecarboxylic acid ethyl ester ( 0.260 grams, 0.63 mmole) in tetrahydrofuran (5 ml) at 
-78°C 1.4 M methyl lithium in diethyl ether (1.4 ml, 1.89 mmole) was added dropwise to keep 
the temperature below -60°C and stirred at -78°C for 2 hours and allowed to warm to room 
temperature over the weekend. The mixture was quenched with safd NH 4 CI and extracted 
10 with ethyl acetate. The combined organics were washed with water and brine, dried over 
Na 2 S0 4 , filtered and concentrated to a product which was purified by chromatography on silica 
eluting with 1/1 ethyl acetate/ hexane to give a pale yellow oil. (0.077 g); 1 H NMR (400mhz, 
CDCI 3 ) d 1.02-1.22 (m, 10H), 1.52-1.56 (m, 2 H), 1.82-1.88 (m, 4H). 3.32-3.36 (m, 2H), 3.80 
(s, 3H), 6.70-6.74 (m, 2H), 6.80-6.83 (m, 1H), 7.12-7.16 (m, 1H),7.33 (t, J= 8.1 Hz, 1H), 7.93 
1 5 (bs, 1 H), 8.20-8.22 (m, 1 H), 8.60-8.61 (m, 1 H). 

EXAMPLE 199 
2-(3-Ch|oro-phenoxv^N-r4^1-hvdro^ 
nicotinamide 

To a 4-({[2-(3-Chloro-phenoxy)-pyridine-3-carbonyl]-amino}-methyl)- 
20 cyclohexanecarboxylic acid ethyl ester ( 0.220 grams, 0.53 mmole) in tetrahydrofuran (5 ml) at 
-78°C 1.4 M methyl lithium in diethyl ether (1.13 ml, 1.58 mmole) was added dropwise to keep 
the temperature below -60°C and stirred at -78°C for 2 hours and allowed to warm to room 
temperature. The mixture was quenched with sat'd NH 4 CI and extracted with ethyl acetate. 
The combined organics were washed with water and brine, dried over Na 2 S0 4l filtered and 
25 concentrated to a product which was purified by chromatography on silica eluting with 2/3 
ethyl acetate/ hexane to give an off-white oil. (0.040 g); 1 H NMR (400mhz, CDCI 3 ) d 0.84-1.70 
(m, 12H), 1.83-1.87 (m, 4 H) t 3.30-3.37 (m, 2H), 7.04-7.07 (m, 1H), 7.11-7.19 (m, 2H), 7.24- 
7.27 (m, 1H), 7.35-7.39 (m, 1H), 7.79 (bs, 1H),8.19-8.21 (m, 1H), 8.60-8.62 (m, 1H). 

EXAMPLE 200 

30 ?:(3-Methoxy- phenoxv)-N-(4-sulfamovl-benzvn-nicotin a midA 

To a solution of 2-(3-Methoxy -phenoxy)-nicotinic acid (0.200 g 0.820 mmole), BOP 
(0.360 grams, 0.820 mmole) and DIEA (425 jil t 2.45 mmole) in dimethylformamide (5 ml) was 
added 4-Aminomethyl-benzenesulfonamide (0.182 grams, 0.820 mmole) and stirred at room 
temperature over night. The reaction was quenched with water and extracted with ethyl 

35 acetate. The combined organics were washed with alternating portions of 5% citric acid and 
safd bicarb, dried over Na 2 S0 4 , filtered and concentrated to a product which recrystalized 
from ethyl acetate to give a white solid ( 0.260 g). M.P. 142-143°C; Anal, calcd. for 
C 20 H 19 N 3 O 5 S; C, 58.10; H, 4.63; N, 10.16. Found: C, 58.11; H, 4.91; N, 9.83. 



WO 98/45268 



PCT/IB98/00315 



-145- 

5 The compound of Example 201 was prepared according to the procedure of Example 

200 substituting the corresponding amine for 4-Aminomethyl-benzenesulfonamide. The 
duration of reaction was between 1 and 3 hours. 

EXAMPLE 201 

N-r4-(1-HYdroxv-1-methyN^^ 

10 M.P. 69-71°C; Anal, calcd. for C 23 H 24 N 2 0 4 : C, 72.39; H, 6.16; N, 7.14. Found: C, 

69.42; H, 6.34; N.7.17. 

EXAMPLE 202 
2-(3-Fluoro-phenoxY)-N-f4-f1^^^ 

To a stirred solution 2-(3-Fluoro-phenoxy)-nicotinic acid (0.250g, 1.07 mmole), 2-(4- 
15 Aminomethyl-phenyl)-propan-2-ol (0.195 grams, 1.18 mmole) and 1 -hydroxy benzotriazole 
hydrate (0.173 grams, 1.28 mmole) in dry dimethylformamide (15 ml) was added 1-(3- 
dimethylamino)-propyl)-3-ethylcarbodiimide hydrochloride (0.173 grams, 1.28 mmole) and 
stirred over night. The mixture was diluted with 300 ml water and extracted with ethyl acetate. 
The combined organics were washed with water and brine, dried over MgS0 4l filtered and 
.20 concentrated to give an oil that was purified by chromatography on silica. Recrystalization 
from ethyl acetate/ hexane gave a solid (0.400 g). M.P. 106-108°C; Anal, calcd. for 
C 22 H 21 N 2 0 3 F: C, 69.46; H, 5.56; N, 7.36. Found: C, 69.05; H, 5.68; N, 7.25. 

EXAMPLE 203 
N-rfr(4-FlHoro-phenoxv)-pvrid^ 
25 gcetamlcte 

To a 2-(4-Acetyl-phenyl)-N-t2-(4-fluoro-phenoxy)-pyridin-3-yl)-acetamide (0.270 
grams, 0.741 mmole) in tetrahydrofuran (15 ml) at -78°C 1.0 M methyl lithium in 
tetrahydrofuran (1.63 ml, 1.63 mmole) was added via syringe and stirred at -78°C for 75 
minutes. Another 0.8 ml methyl lithium was added and the mixture was warmed to 0°C for 10 

30 minutes and cooled to -78°C. The mixture was quenched with water, allowed to warm to room 
temperature and extracted with ethyl acetate. The combined organics were washed with water 
and brine, dried over MgS0 4 , filtered and concentrated to a white solid which was purified by 
chromatography on silica eluting with 2% methanol/ methylene chloride to give a white solid. 
Recrystalization from ethyl acetate/ hexane gave a solid (0.032 g). M.P. 135-137°C; Anal. 

35 calcd. for C 22 H 21 N 2 0 3 F: C, 69.46; H, 5.56; N, 7.36. Found: C, 69.46; H. 5.92; N, 7J3. 

EXAMPLE 204 

(■)-N-rg^-Hvdrpxv^^ 

N-[5-(1 -Hydroxy-ethyl)-thiophen-2-ylmethy l]-2-(pyridin-3-yloxy)-nicotinamide (0.287 g) 

was se parated on a Chiral Cel OJ Column elu ting with 70/30 heptane/ isopropanol to give a 

40 product. Recrystalization from ethyl acetate/ hexane gave a solid (0.070 g). M.P. 85-87°C; 
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20 



Anal, calcd. for C ia H 17 N 3 0 3 S: C. 60.83; H, 8.82; N. 1 1.82. Found: C, 55.38; H, 4.68" N 10 82 
a = -7.02°. 

The compound of Example 205 was prepared according to the procedure of Example 

204. 

EXAMPLE 20S 

M.P. 88-90°C; Anal, calcd. for C 18 H 17 N 3 0 3 S: C, 60.83; H, 8.82; N. 11.82. Found: C, 
57.80; H, 5.06; N, 11.21. o = +7.73°. 

EXAMPLE 206 

N-f4-d-HYdroxv-1-methvl-ethv»-h ft nzvll-2.f3.mAth vt c V | fan vi.nhp^ nY) - 
15 nicotinamide 

To a stirred solution 2-(3-Methylsulfanyl-phenoxy)-nicotinic acid (2.5 grams, 9.58 
mmole), 2-(4-Aminomethyl-phenyl)-propan-2-ol (1.896 grams. 11.50 mmole) and 1- 
hydroxybenzotriazole hydrate (1.55 grams, 11.50 mmole) in dry dimethylformamide (60 ml) 
was added 1-(3-dimethylamino)-propyl)-3-ethylcarbodiimide hydrochloride (2.39 grams, 12.45 
mmole) and stirred over night. The mixture was diluted with 300 ml water and extracted with 
ethyl acetate. The combined organics were washed with water and brine, dried over MgS0 4 , 
filtered and concentrated to give a yellow oil that was purified by chromatography on silica 
eluting with 3.5% methanol/ methylene chloride to give a white solid. Recrystalization from 
ethyl acetate/ hexane gave a solid (0.550 g). M.P. 107-109°C; Anal, calcd. for C 23 H 24 N 2 0 3 S: 
25 C, 67.62; H, 5.92; N, 6.86. Found: C, 67.53; H, 5.76; N, 6.91. 

EXAMPIE 207 

N-r4-(1-HYtfroxY-l-methvl-ethvn-henzvn.2^3.mpfi 1ff f leS uifon y i. p hl > n » ?TY) - 
nicotinamtde 

A solution of N-(4-(1-Hydroxy-1-methyl-ethyl)-ben2yl]-2-(3-methylsulfanyl-phenoxy)- 
nicotinamide (3.5 grams, 8.5 mmole) and MCPBA (3.945 grams. 18.8 mmole) in methylene 
chloride (40 ml) was stirred at room temperature for 1 hour. The mixture was diluted with ethyl 
acetate, washed with water, 1 H sodium hydroxide and brine, dried over MgS0 4 , filtered and 
concentrated to give a white solid that was purified by chromatography on silica eluting with 
2% methanol/ methylene chloride to give a white solid. (1.64 g). M.P. 51-53°C; Anal, calcd. 
35 for C 23 H 24 N 2 0 5 S: C, 62.71; H, 5.49; N.6.38. Found: C, 61.87; H, 5.48; N, 6.29. 

EXAMPLE 208 
N-Pvridin-4-vlm6thvl-2.fp y r^in.3-vloyy).nirntT^mirtTr 

A solution of 2-(Pyridin-3-yloxy)-nicotinic acid (0.0664 grams. 0.31 mmole) in thionyl 
chloride (1.12 ml, 15.4 mmole) was heated tp_50"C,_After 15 hours the reaction mixture was 
cooled to room temperature and concentrated under reduced pressure. Pyridine (2.5 ml) was 



30 



40 
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5 added followed by C-Pyridin-4-yl-methylamine (47 jil, 0.47 mmole) at room temperature. After 
2 hours the mixture was concentrated to remove pyridine. The crude product was purified by 
chromatography on silica gel eluting with 9/1 ethyl acetate/ methanol to give a solid. (0.0331 
g). M.P. 142-144°C; Anal, calcd. for C 17 H 14 N 4 0 2 : C, 66.66; H, 4.61; N f 18.29. Found: C, 66.40; 
H.4.56; N, 17.94. 

10 EXAMPLE 299 

2^4-Fluoro-phe nowUN45-methvl-pvrazin-2-vlmethvl)-ptcotin9mlde 
A solution of 2-(4-Fluoro-phenoxy)-nicotinic acid (0.0766 grams, 0.33 mmole) in 
thionyl chloride (2 ml) was heated to 50°C. After 1.5 hours the reaction mixture was cooled to 
room temperature and concentrated under reduced pressure. The resulting residue was 

15 dissolved in pyridine (2 ml) and C-(5-Methyl-pyrazin-2-yl)-methylamine (0.14 grams, 1.0 
mmole) was added. After 1.5 hours the mixture was concentrated under reduced pressure 
and purified by chromatography on silica gel eluting with 1:1 ethyl acetate/hexane to give a 
white solid. M.P. 159°C; Anal, calcd. for C 18 H l5 N 4 0 2 F: C, 63.90; H, 4.47; N, 16.56. Found: C, 
63.78; H, 4.39; N, 16.26. 

20 The compound of Example 63a was prepared according to the procedure of Example 

63 substituting the corresponding amine for Methyl-pyrazin-2-yl)-methylamine. The duration 
of reaction was between 1 and 24 hours. 

EXAMPLE 210 

5- {f2-(4»>Fluoro-phenoyyVpyridine^ -carbonvn>aminoVpentanoiC acid ethvl ester 
25 Anal, calcd. for C l9 H 21 N 2 0 4 F: C, 63.32; H, 5.87; N, 7.77. Found: C. 62.42; H, 5.62; 

N.7.52; *H NMR (CDCI 3 ) d 1.21 (3H, t, J=7.1 Hz), 1.69 (4 H, m), 2.33 (2 H, t, J=6.2 Hz), 3.49 
(2 H, m), 4.08 (2 H, q, J= 7.06, 14.11), 7.13 (4 H, m), 7.86 (1 H, s),8.17 (1 H ( dd, J= 2.08, 
4.77), 8.59 (1 H, dd, J=2.07, 7.67). 

EXAMPLE 211 

30 2.(441 -Hvdroxv-1-meth^ 

assamlds 

To a solution of 2-(4-Acetyl-phenyl)«N-I2-(pyridin-3-yloxy)-pyridin-3-yl]-acetamide 
(0.130 grams, 0.374 mmole) in tetrahydrofuran (10 ml) at -78°C 1.0 M methyl lithium in 
tetrahydrofuran (1.123 ml, 1.123 mmole) was added and stirred at -78°C for 30 minutes, 
35 allowed to warm to room temperature for 30 minutes and cooled to -78°C. The mixture was 
quenched with water and extracted with ethyl acetate. The combined organics were washed 
with water and brine, dried over MgS0 4 , filtered and concentrated to a product which was 
purified by chromatography on silica eluting with 3% methanol/ methylene chloride. 

Recrystalization from ethyl acetate/ hexane-gave a solid (0.045-g).-M.P^122-124°C; Anal. 

40 calcd. for C 21 H 21 N30 3 : C, 69.41; H, 5.82; N, 11.50. Found: C, 69.02; H, 6.12; N, 11.30. 
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5 EX AMPLE 212 

2-(4-Fluoro-phenoxy)-N-(5-hydroxy-5-methyl-hexyl)-nicotinamide 

To a solution of 5-{[2-(4-Fluoro-phenoxy)-pyridine-3-carbonyl]-amino}-pentanoic acid 
ethyl ester (0.0231 grams, 0.06 mmole) in tetrahydrofuran (1 ml) at -78°C 1.4 M methyl lithium 
in diethyl ether (186 ji!, 0.26 mmole) was added via syringe and stirred at -78°C for 2 hours, 

10 200 fj.l water was added and the mixture warmed to room temperature. The reaction was 
diluted with ethyl acetate, dried over MgS0 4l filtered and concentrated to give a clear oil. Anal, 
calcd. for C^H^OaF: C, 65.88; H, 6.69; N, 8.09. Found: C, 63.17; H. 5.73; N, 7.46; 1 H NMR 
(CDCI 3 ) d 1.21 (6H, m), 1.51 (3 H. m), 1.67 (2 H, m) ( 3.52 (2 H, m), 4.10 (1 H, q, J= 7.17, 
14.30), 7.17 (4 H, m), 7.86 (1 H, s), 8.20 (1 H, dd, J= 2.11, 4.89), 8.58 (1 H, dd f J= 2.16, 7.67). 

15 EXAMPLE 21? 

N-[2-(3-AcetY l-Dhenoxv)-Dvridin-3^^ 
acetamide 

To a solution of 2-(4-Acetyl-phenyl)-N-[2-(3-cyano-phenoxy)-pyridin-3-yl]-acetamide 
(0.250 grams, 1.484 mmole) in tetrahydrofuran (15 ml) at -78°C 1.0 M methyl lithium in 

20 tetrahydrofuran (5.2 ml, 5.2 mmole) was added and stirred at -78°C for 1 hour. Another 2.0 m! 
methyl lithium was added and stirred for 5 minutes allowing to warm to room temperature. 
The reaction was quenched with water and extracted with ethyl acetate. The combined 
extracts were washed with water and brine, dried over MgS0 4 , filtered and concentrated to 
give an oil which was purified by chromatography on silica eluting with 30% ethyl acetate/ 

25 hexane. Recrystalization from ethyl acetate/ hexane gave white crystals (0.082 g). M.P. 85- 
87°C; Anal, calcd. for C 24 H 24 N 2 0 4 : C f 71.27; H, 5.98; N, 6.93. Found: C, 68.61; H. 6.30; N, 
6.19. 

EXAMPLE 214 

2-<3-Cyano-ph enoxv^N-r4-ri-hvdroxv-1-methvl-ethvn-cvclohexvlmethvn- 

30 nicotinamide 

To a solution of 4-{[2-(3-Cyano-phenoxy)-pyridin-3-ylcarbamoyl]-methyl}- 
cyclohexanecarboxylic acid ethyl ester (0.180 grams, 0.46 mmole) in tetrahydrofuran (6 ml) at 
-78°C. 1.4 M methyl lithium in diethyl ether (980 nl, 1.37 mmole) was added via syringe and 
stirred at -78°C for 2 hours. The reaction was quenched with 200 jil safd NH 4 CI and warmed 
35 to room temperature. The reaction was diluted with ethyl acetate, dried over MgS0 4? filtered 
and concentrated to give a light yellow oil which crystalized on standing. M.P. 129-130°C; 
Anal, calcd. for C 2 3H 27 N 3 0 3 : C, 70.21; H, 6.92; N, 10.68. Found: C, 69.23; H, 6.88; N, 10.37. 

315 

3^3-[4-(1-Hvdroxv-1-methyl^ 
40 benzoicacld methvl ester 
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5 To a stirred solution of 2-(3-Methoxycarbonyl-phenoxy)-nicotinic acid (0.400 grams, 

1.463 mmole), 2-(4-Aminomethyl-phenyl)-propan-2-ol (0.266 grams, 1.61 mmole), and 1- 
hydroxybenzotriazole hydrate (0.237 grams, 1.755 mmole) in dry dimethylfbrmamide (20 ml) 
was added 2-diethylaminoethyl chloride hydrochloride (0.365 grams, 1.90 mmole) and stirred 
over night The mixture was diluted with water and extracted with ethyl acetate. . The 
10 combined extracts were washed with water and brine, dried over MgS0 4 , filtered and 
concentrated to give a white foam. (0.360 g); MS (m/e) 420 (M + +i); 'h NMR (CDCI 3 ) d 1.50 
(6 H, s), 3.90 (3 H, s), 4.70 (2 H. d. J= 5.60 Hz), 7.20-8.65 (12 H, m). 

FX AMPLE 216 

^.FIuoro-Dh« 'nnY y)4>J45.ox n-tT'"rpho»in.2-vlmethvn-nlC0tinamide 

1 5 A solution of 6-Aminomethyl-morpholin-3-one hydrochloride (0.200 grams, 1 .2 mmole) 

and triethyl amine (0.150 grams, 1.5 mmole) in dimethylformamide was stirred at room 
temperature for 30 minutes. To the stirring solution 2-(4-Fluoro-phenoxy)-nicotinic acid (0.280 
grams. 1.2 mmole). 1-hydroxybenzotriazole hydrate (0.237 grams, 1.755 mmole) and 2- 
diethylaminoethyl chloride hydrochloride (0.30 grams, 1.56 mmole) was added and stirred 

20 over night. The mixture was diluted with water and extracted with ethyl acetate. The combined 
extracts were washed with 1 N NaOH, water and brine, dried over MgS0 4 , filtered and 
concentrated to give a white solid which was purified by chromatography on silica eluting with 
5 % methanol/ methylene chloride. Recrystalization from ethyl acetate/ hexane gave white 
crystals. (0.175 g); M P. 157-159°C; Anal, calcd. for C 17 H 16 N 3 0 4 F: C, 59.14; H, 4.67; N, 12.17. 

25 Found: C, 59.00; H, 4.69; N, 12.19. 

EXAMPLE 217 

^.(3-C Yano-DhPn "» YVN^5.me thYl-PYrazin.2.vlmftthvh-niC0fmamitlg 

A solution of 2-(3-Cyano-phenoxy)-nicotinic acid (0.0067 grams, 0.03 mmole) in 
thionyl chloride (500 pi, 6.9 mmole) was stirred at room temperature for 3 hours and 
30 concentrated under reduced pressure to give a white solid. To the residue was added 
pyridine (300 pi) and C-(5-Methyl-pyrazin-2-yl)-methylamine (0.0038 grams, 0.03 mmole). 
The mixture stood at room temperature for 3 hours and then was concentrated under reduced 
pressure to white solid. ( 0.0093 g); Anal, calcd. for C 19 H 15 N 5 0 2 : C. 66.08; H, 4.38; N, 20.26. 

Found: C, 56.89; H, 5.02; N, 18.31. 
35 FXAMPIE218 

N .p.(:ucY a n 0 .Dh rn™ y)-PY fld ' n ^ 
gcetamlde 

To a solution of 2-(4-Acetyl-phenyl)-N-[2-(3^yano-phenoxy)-pyridin-3-yl]-acetamide 
( 0.360 grams, 0.96 mmole) in tetrahydrofaran (15 ml) at-78°C 1.0 M m ethyl lithium (2.03 ml, 
~40~~2.03 mmole) in tetrahydrofuran (20 ml) was added and stirred at -78°C for 1 hour. The 
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5 reaction was quenched with water and extracted with ethyl acetate. The combined extracts 
were washed with water and brine, dried over MgS0 4 , filtered and concentrated to give a 
white solid which was purified by chromatography on silica eluting with 40% ethyl acetate/ 
hexane. Recrystalization from ethyl acetate/ hexane gave white crystals (0.115 g). M.P. 97- 
99°C; Anal, calcd. for C^NaOj: C, 71.30; H, 5.46; N, 10.85. Found: C, 70.96; H. 5.30; N, 

10 10.69. 

EXAMPLE 219 

2-(Pyridin-3-YloxvVN-<4-trifluoroacet yl-benzv»-nlcotlnamlde 

To a stirred solution of 2-(Pyridin-3-yloxy)-N-[4-(2,2,2-trifluoro-1-hydroxy-ethyl)- 
benzylj-nicotinamide (0.350 grams, 0.87 mmole), NMO (0.153 grams, 1.3 mmole) and 4 A 

15 molecular sieves (0.5 g) in methylene chloride was added TPAP (0.015 grams, 0.04 mmole) 
and stirred at room temperature for 4 hours. The mixture was filtered through celite. washed 
with water, dried over MgS0 4 , filtered and concentrated under reduced pressure to give an oil 
which was purified by chromatography on silica eluting with 5% methanol/ methylene chloride 
to give a solid (0.151 g). M.P. 134-136°C; Anal, calcd. for C 20 H 14 N 3 O3F 3 : C, 59.85; H. 3.52; N, 

20 10.47. Found: C. 59.56; H. 3.63; N, 10.20. 

FXAMPLE220 

9^a.ArPt yi. P henoxv)-N-pvridin-4-vl methYl-nicotinamid8 

A solution of 2-(3-Acetyl-phenoxy)-nicotinic acid (0.356 grams. 1.39 mmole C-Pyridin- 
4-yl-methylamine (0.150 grams, 1.39 mmole), and 1-hydroxybenzotriazole hydrate (0.224 

25 grams, 1.66 mmole) in dry dimethylformamide was added 1-(3-dimethylamino)-propyl)-3- 
ethylcarbodiimide hydrochloride (0.319 grams, 1.66 mmole) and stirred over night. The 
mixture was diluted with 100 ml water and extracted with ethyl acetate. The combined 
organics were washed with water and brine, dried over MgS0 4 , filtered and concentrated to 
give a white solid that was purified by chromatography on silica eluting ethyl acetate to give a 

30 white solid. Recrystalization from ethyl acetate/ hexane gave a white solid (0.220 g). M.P. 148- 
150"C; Anal, calcd. for C x H u U 3 0 3 : C. 67.15; H. 4.93; N.12.10. Found: C. 66.57; H. 4.55; N. 
11.43. 

The compound of Examples 221-224 was prepared according to the procedure of 
Example 220 substituting the corresponding amine for C-Pyridin-4-yl-methylamine. The 

35 duration of reaction was between 1 and 24 hours. 

EXAMPLE 221 

? ^a.Af«tvi-Dhenn« v uNJ4.fi-hv rimxv - l-methY l-ethvn-ben?!yn-nicotinamWe 

M.P. 52-54°C; Anal, calcd. for C 24 H 24 N 2 0 4 : C. 71.27; H. 5.98; N, 6.93. Found: C. 
69.78; H, 5.54; N, 6.83. 
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5 EXAMPLE 222 

2-{3-Acetyl-phenoxyl-N-(2-chloro-benzyn-nicotinamlde 

M.P. 140-142°C; Anal, calcd. for C 21 H, 7 N 2 0 3 CI: C, 66.23; H, 4.50; N, 7.36. Found: C, 
65.84; H, 4.22; N, 6.88. 
EXAMPLE 223 

10 2^3-Acetv»-phenoxv>.N-r4- fl-hvdroi(v.ethv»-benzvn-nicotinatnlde 
M.P. 105-107°C; MS (m/e) 391 (M*+1). 

EXAMPLE 224 

2.f3-Acetyl-Dhenoxv1-N-/4-s ulfainovl-benzvn-niC0tinamide 

M.P. 162-164°C; MS (m/e) 425 (M*); 'H NMR (DMSO-d 6 ) d 2.55 (3H, s), 4.56 (2 H, d, 
15 J= 6.0 Hz), 7.2-9.2 (12 H, m). 

EXAMPLE 225 

2.f3-/1-Hvdroxy-l-methvl-et hvh-phenoxv1-N-Pvridin-4-vlmethvl-nlcotlnamidg 
To a solution of 2-(3-Acetyl-phenoxy)-N-pyridin-4-ylmethyl-nicotinamide (0.180 
grams, 0.51 mmole) in tetrahydrofuran (20 ml) at -78°C. 1.0 M methyl lithium in THF/cumene 
20 (1.14 ml, 1.14 mmole) was added and stirred at -78°C for 1 hour. The reaction was quenched 
with water and diluted with ethyl acetate. The organics were washed with water and brine, 
dried over. MgS0 4 , filtered and concentrated to give a product which was purified by 
chromatography on silica eluting with ethyl acetate to give a white foam. MS (m/e) 364 
(M*+1); 1 H NMR (CDCI 3 ) d 1.58 (6H, s), 4.70 (2 H, d, J= 5.81 Hz), 7.0-8.7 (12 H, m). 
25 EXAMPLE 226 

M.(2-Chloro-ben2tfl1-2-f3-f1-hydroitv-1-m ethvl^thv»-phenoxv1-nicotinamide 
To a solution of 2-(3-Acetyl-phenoxy)-N-(2-chloro-benzyl)-nicotinamide (0.410 grams, 
1.307 mmole) in tetrahydrofuran (20 ml) at -78°C. 1.0 M methyl lithium (2.7 ml, 2.697 mmole) 
was added, stirred at -78°C for 1 hour and allowed to warm to room temperature for 1 hour. 
30 The reaction was quenched with water and diluted with ethyl acetate. The organics were 
washed with water and brine, dried over MgS0 4 , filtered and concentrated to give an oil which 
was purified by chromatography on silica eluting wirth 2% methanol/ methylene chloride to 
give an oil. MS (m/e) 397 (M*+1); 'H NMR (CDCI 3 ) d 1.60 (6H, s), 4.78 (2 H. d, J= 6.01 Hz), 
7.0-7.5 (9 H, m), 8.20 (1 H. m), 8.55 (1 H, bs), 8.62 (1 H. m). 
35 The compound of Examples 227 was prepared according to the procedure of 

Example 226 substituting the corresponding ketone for 2-(3-Acetyl-phenoxy)-N-{4-(1-hydroxy- 
1-methyl-ethyl)-benzyl]-nicotinamide. The duration of reaction was between 1 and 24 hours. 

EXAMPLE 227 

N.f4./1-Hvdroytf-1-methvl-ethvn.benzvn- 2.r3./1-hvdroxv.1-methvl-ethvn- 



40 phAnnxyl nicotinamide 
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5 MS (m/e) 421 (M + +1); 'H NMR (CDCI 3 ) d 1 .54 (6H, s), 1.57 (6H, s), 4.67 (2 H, d), 7.0- 

7.5 (9 H, m), 8.10-8.70 (3 H, m). 

EXAMPLE 228 

|M-[^1-Hydroxy-1-tnfithvl-eth v l)-hengvl1-2.(3-trifluoroniethoxv-phepQXV)- 
nicotinamide 

10 A solution of 2-(3-Trifiuoromethoxy-phenoxy)-nicotinic acid (0.409 grams, 1.366 

mmole) 2-(4-Aminomethyl-phenyl)-propan-2-ol (0.200 grams, 1.24 mmole), and 1- 
hydroxybenzotriazole hydrate (0.185 grams, 1.366 mmole) in dry dimethylformamide was 
added 1-(3-dimethylamino)-propyl)-3-ethylcarbodiimide hydrochloride (0.286 grams, 1.50 
mmole) and stirred over night The mixture was diluted ethyl acetate which was washed with 

1 5 water and brine, dried over MgS0 4 . filtered and concentrated to give an oil that was purified by 
chromatography on silica eluting with 3.5% methanol/ methylene chloride to give an oil. 
(0.430g). MS (m/e) 447 (M + +1); 1 H NMR (CDCI 3 ) d 1.50 (6H, s), 4.70 (2 H. d, J= 5.81 Hz), 
7.0-7.5 (9 H, m). 8.00 (1 H, bs), 8.20 (1 H, m), 8.65 (1 H, m). 

EXAMPLE 229 

20 N^4-AcBtvl-CV rlnh«»Y ylmethv l)-2-(4.fluQro-nhftnoxv)-niC0tinamWC 

To 4-{[2-(4-Fluoro-phenoxy)-pyridin-3-ylcarbamoyl]-methyl}-cyclohexanecarboxylic 

acid ethyl ester (3.01 grams. 7.5 mmole) in tetrahydrofuran (40 ml) at -78°C. 1.4 M methyl 
lithium in diethyl ether (16.1 ml, 22.5 mmole) was added slowly, stirred at -78°C for 1 hour and 
slowly warmed to -30*C. The reaction was quenched with 600 ul safd NH 4 CI and warmed to 

25 room temperature. The reaction was diluted with ethyl acetate, dried over MgS0 4 , filtered and 
concentrated to give a light yellow oil which was purified by chromatography on silica eluting 
with 3/2 hexane/ ethyl acetate to 1/3 hexane/ ethyl acetate to give a clear oil that solidified on 
standing. (0.3500g).. MP. 110-111°C; Anal, calcd. for C 21 H 23 N 2 0 3 F: C. 68.09; H, 6.26; N. 
7.56. Found: C. 67.32; H, 6.26; N, 7.40. 

30 EXAMPLE 23P 

2-^2.4-Difluoro-phBnoxvUN. [4-(1-hydroxv-1.methvl-ethvn-benzvn-nicptinatnije 

A solution of 2-(2,4-difluoro-phenoxy)-nicotinic acid (0.300 grams, 1.19 mmole) 2-(4- 
Aminomethyl-phenyl)-propan-2-ol (0.217 grams. 1.31 mmole), and 1-hydroxybenzotriazole 
hydrate (0.177 grams, 1.31 mmole) in dry dimethylformamide was added 1-(3-dimethylamino)- 
35 propyl)-3-ethylcarbodiimide hydrochloride (0.273 grams. 1.43 mmole) and stirred over night. 
The mixture was poured into 100 ml water and extracted with ethyl acetate. The combined 
extracts were washed with 1 H NaOH, water and brine, dried over MgS0 4 , filtered and 
concentrated to give an oil that was purified by chromatography on silica eluting with 40% 
ethyl acetate/ hexane to give a white solid. Recrystalization from ethyl acetate/ hexane gave a 
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5 white solid (0.336g). M.P. 92-94°C; Anal, calcd. for C^HjoNjOaFj: C, 66.32; H, 5.06; N, 7.03. 
Found: C, 66.28; H, 4.92; N, 6.89. 

EXAMPLE 231 

2. (3.4-Difluor?-phfin Q xy).N- f4^i-hvdroxv-l.methvl-ethvn-benzvll-nicotlnamMe 
A solution of 2-(2,3-difluoro-phenoxy)-nicotinic acid (0.300 grams. 1.19 mmole). 2-(4- 
10 Aminomethyl-phenyl)-propan-2-ol (0.217 grams, 1.31 mmole), and 1-hydroxybenzotriazole 
hydrate (0.177 grams, 1.31 mmole) in dry dimethylformamide was added 1-(3-dimethylamino)- 
propyl)-3-ethylcarbodiimide hydrochloride (0.273 grams, 1.43 mmole) and stirred over night 
The mixture was poured into 100 ml water and extracted with ethyl acetate. The combined 
extracts were washed with 1 U NaOH, water and brine, dried over MgS0 4 , filtered and 
15 concentrated to give an oil that was purified by chromatography on silica eluting with 40% 
ethyl acetate/ hexane to give an oil. Recrystalization from ethyl acetate/ hexane gave a white 
solid (0.337g). M.P. 98-100°C; Anal, calcd. for C^H^OaFj: C, 66.32; H. 5.06; N. 7.03. 
Found: C, 66.40; H. 4.94; N. 6.89. 

The compounds of Example 232-233 were prepared according to the procedure of 
20 Example 231 substituting the corresponding amine for 2-(4-Aminomethyl-phenyl)-propan-2-ol. 
The duration of reaction was between 1 and 24 hours. 

EXAMPLE 232 

2-(3.4-Dlfluoro-phenoxvUN.f4.(1.hvdroxv -r.Yclobutvn.benzvl1-nicotinamlde 

M.P. 74-76°C; Anal, calcd. for C 23 H 20 N 2 O 3 F2: C, 67.31; H, 4.91; N, 6.83. Found: C, 
25 67.14; H, 4.93; N.6.67. 

EXAMPLE 233 

N.f2^hloro-4-/1-hvdroxv-1-methvl.ethv h-benzvl1.2^3.4^ifluorQ-phenoxv>. 
nicotinamide 

M.P. 119-211°C; Anal, calcd. for CaH^OaFjCI: C. 61.65; H, 4.42; N, 6.47. Found: 
30 C, 61.31; H, 4.56; N.6.65. 

EXAMPLE, 2,34 

4-({f2^3.AcetYl.phenoxv>- pyridine-3-carbonvn-aminol-methvn- 
ryHnhftYanacarhoxvlic acid ethvl ester 

A solution of 4-Aminomethyl-cyclohexanecarboxylic acid ethyl ester hydrochloride 
35 (0.410 grams, 1.853 mmole), 2-(3-Acetyl-phenoxy)-nicotinic acid (0.500 grams, 1.946 mmole), 
1-hydroxybenzotriazole hydrate (0.275 grams, 2.04 mmole) and 1-(3-dimethylamino)-propyl)- 
3-ethylcarbodiimide hydrochloride (0.330 grams, 2.22 mmole) in dimethylformamide (30ml) 
was stirred for 10 minutes. To the stirring solution was added triethyl amine (0.280 grams, 
2.78 mmole) and stirred over night at room temperature. The mixture was diluted with water 
"40~ (200 ml) and extracted with ethyl acetate. The combined extracts were washed witfiwater and 
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5 brine, dried over MgS0 4 , filtered and concentrated to give a yellow solid which was purified by 
chromatography on silica eluting with 40% ethyl acetate/ hexane. Recrystalization from ethyl 
acetate/ hexane gave white crystals. (0.680g); M.P. 118-120°C; 1 H NMR (CDCy d 1.02 (2H, 
q, J= 12.866 Hz),1.2 (3 H, t), 1.4 (2 H, q), 1.6 (1 H. m). 1.85 (2 H, d. J= 12.5 Hz), 2.0 (2 H, d, 
J= 12.5 Hz), 2.2 (1 H, m), 2.6 (3 H, s), 3.4 (2 H, m), 4.10 (2 H, t), 7.2-8.7 (7 H, m). 
10 The compounds of Examples 235-237 were prepared according to the procedure of 

Example 234 substituting the corresponding amine for 4-Aminomethyl-cyclohexanecarboxylic 
acid ethyl ester hydrochloride. The duration of reaction was between 1 and 24 hours. 

EXA MPLE 235 

2-f3.Acetvl-Dhenoxv>-N-f2<chloro-4-(1-hvdroxv-1-methvl-ethv»-benzvn- 
15 nicotinamide 

M.P. 102-104°C; Anal, calcd. for C^H^NAC!: C, 65.68; H, 5.28; N, 6.38. Found: C, 
65.39; H, 5.08; N, 6.15. 

EXAMPLE 236 

2-(4-Acetyl-p henoxy1-N-r4-f1-hvdroxv-1-methvl-ethvn-benzvn-nicotinamide 

20 M.P. 95-97°C; Anal, calcd. for C 24 H 24 N 2 0 4 : C, 71.27; H. 5.98; N, 6.93. Found: C, 

70.19; H, 5.93; N, 7.02. 

EXAMPLE 237 

2-f3.Acetvl-DhenoxvUN-r2-fluoro-4-<1-hvdroxv-1-methvl-ethv»-benzvl1- 
nicotinamlde 

25 M. P.68-70°C; MS (m/e) 423 (M + +1 ). 

EXAMPLE 238 

2-<3.5-Difluoro-phenoxy )-N-f4-<1-hydroxv-1-methyl-ethyl)-benzyl]-nicotinanilde 

A solution of 2-(3,5-difluoro-phenoxy)-nicotinic acid (0.300 grams, 1.19 mmole), 2-(4- 
Aminomethyl-phenyl)-propan-2-ol (0.197 grams, 1.19 mmole) and 1-hydroxybenzotriazole 

30 hydrate (0.177 grams, 1.31 mmole) in dry dimethylformamide was added 1-(3-dimethylamino)- 
propyl)-3-ethylcarbodiimide hydrochloride (0.273 grams, 1.43 mmole) and stirred over night. 
The mixture was poured into 100 ml water and extracted with ethyl acetate. The combined 
extracts were washed with 1 N NaOH, water and brine, dried over MgS0 4 , filtered and 
concentrated to give an oil that was purified by chromatography on silica eluting with 40% 

35 ethyl acetate/ hexane to give an oil. Recrystalization from ethyl acetate/ hexane gave a white 
solid (0.328g). M.P. 68-70°C; Anal, calcd. for C^NAF^ C, 66.32; H, 5.06; N, 7.03. Found: 
C, 67.30; H. 5.39; N, 6.56. 

EXAMPLE 239 

trans.2^2.4-Difluoro-Dhenoxv1.N.r4-f1-hvdroxv-1-methvl-ethvl>- 
40 cyclohexvtmethvn-nicotlnamlde 
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5 To trans-4^{[2-(2,4-Difluoro^ 

cyclohexanecarboxylic acid ethyl ester (0.516 grams, 1.23 mmole) in tetrahydrofuran (20 ml) 
at 0°C 3.0 M methyl magnesium chloride (1.2 ml, 3.7 mmole) was added dropwise and stirred 
1 hour. The reaction was poured into 150 ml water, acidified with oxalic acid to pH=3 and 
extracted with ethyl acetate. The combined extracts were washed with 1JM HCI, 1N NaOH, 

10 water and brine, dried over MgS0 4l filtered and concentrated to give an oil which was purified 
by chromatography on silica eluting with 50% hexane/ ethyl acetate to give an oil. 
Recrystalization from ethyl acetate/ hexane gave a white solid. (0.207g). M.P. 92-94°C; Anal, 
calcd. for C^^O^: C f 65.33; H, 6.48; N, 6.93. Found: C, 65.27; H, 6.26; N, 6.73. 

The compound of Example 240 was prepared according to the procedure of Example 

15 239 substituting the corresponding ester for trans-4-({[2-(2,4-Difluoro-phenoxy)-pyridine-3- 
carbonyl)-amino}-methyl)-cyclohexanecarboxylic acid ethyl ester. The duration of reaction was 
between 1 and 24 hours. 

EXAMPLE 24P 

t ra ns-243.4-Dif ltiQr Q - P h e noxv1-N-r4-(1-hvdroxv-1-methvl^thvn- 
20 cyclohexvlm ethyil-nicotinamlde 

M.P. 80-82°C; MS (m/e) 405 <M + +1). 

EXAMPLE 241 

4^ff243-Nitro-phenoxv^p yridmQ^arbonvn^mino)-methvn" 
cyclohexane carboxylic acid ethvl ester 

25 To a stirred solution of 4-Aminomethyl-cyclohexanecarboxylic acid ethyl ester 

hydrochloride (0.500 grams, 2.26 mmole), 2-(3-Nitro-phenoxy)-nicotinic acid (0.588 grams, 
2.26 mmole), 1 -hydroxy benzotriazole hydrate (0.366 grams, 2.71 mmole) and 1-(3- 
dimethylamino)-propyl)-3-ethylcarbodiimide hydrochloride (0.564 grams, 2.93 mmole) in 
dimethylformamide (50ml) was was added triethyl amine (0.456 grams, 4.52 mmole) and 

30 stirred over the weekend at room temperature. The mixture was diluted with water (150 ml) 
and extracted with ethyl acetate. The combined extracts were washed with water and brine, 
dried over MgS0 4 , filtered and concentrated to give an oil which was purified by 
chromatography on silica eluting with 40% ethyl acetate/ hexane to give an oil. (1.05 g). MS 
(m/e) 428 (M + +1); 1 H NMR (CDCI 3 ) d 1.01 (2H, m), 1.2 (3 H, t), 1.4 (2 H, q), 1.6 (1 H, m), 1.90 

35 (2 H, d, J= 12.5 Hz), 2.0 (1 H, d, J= 12.5 Hz), 2.2 (1H, m), 3.4 (2 H, m), 4.10 (2 H, q), 7.20-8.7 
(7 H, m). 

EXAMPLE 242 

^3>AcetyUDhenoxv^N44>M >hydroxv-1^ethvl^thvh^vclQhexvlmethvlV 
nicotinamide 
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5 A solution of N-(4-(1-Hydroxy-1-methyl-ethyl)-cyclohexylmethyl]-2-[3-{2-methyl- 

[1,3]dioxolan-2-yl)-phenoxy]-nicotinamide (0.400 grams, 0.88 mmole) in acetic acid (10 ml) 
was stirred for 3 hours at room temperature. The mixture was diluted with 250 ml ethyl 
acetate, washed with 1 N NaOH, water and brine, dried over MgS0 4 , filtered and concentrated 
to an oil which was purified by chromatography on silica eluting with 40% ethyl acetate/ 

10 heaxane. Recrystalization gave a solid. (0.055g). M.P. 105-107°C; Anal, calcd. for 
C 24 H 3 oN 2 0 4 : C, 70.22; H, 7.37; N, 6.82. Found: C. 68.43; H, 7.32; N, 6.71. 

FXAMPLE 243 

?.(.t.Cyano-4-fliinrn-phenox Y^-M-r4-M-hvdmxy-1.methvl-ethvn-benZYn- 
njjr.otinamlde 

15 A solution of 2-(3-Cyano-4-fluoro-phenoxy)-nicotinic acid (0.300 grams, 1.16 mmole) 

2-(4-Aminomethyl-phenyl)-propan-2-ol (0.192 grams, 1.16 mmole), and 1- 
hydroxybenzotriazole hydrate (0.172 grams, 1.28 mmole) in dry dimethylformamide was 
added 1-(3-dimethylamino)-propyl)-3-ethylcarbodiimide hydrochloride (0.267g, 1.39 mmole) 
and stirred over night. The mixture was poured into 100 ml water and extracted with ethyl 

20 acetate. The combined extracts were washed with 1 H NaOH, water and brine, dried over 
MgS0 4 , filtered and concentrated to give an oil that was purified by chromatography on silica 
eluting with 50% ethyl acetate/ hexane to give an oil. Recrystalization from ethyl acetate/ 
hexane gave a white solid (0.276g). M.P. 147-149°C; Anal, calcd. for C a H x U 3 0 3 F: C, 68.14; 
H, 4.97; N, 10.36. Found: C, 67.77; H, 5.00; N, 10.15. 

25 The compound of Example 244 was prepared according to the procedure of Example 

243 substituting the corresponding amine for 2-(4-Aminomethyl-phenyl)-propan-2-ol. The 
duration of reaction was between 1 and 24 hours. 

FXAMPLE 244 

M.p.Chl O ro.4./i-hyrirn X v.1.met h Yl.i»thvn.benzvn-2-f3-cvan0-4-flMQrP-PrienPXY)- 
30 nr.ntinamide 

M.P. 151-153°C; Anal, calcd. for CjsH^NaOaFCI: C, 62.80; H. 4.35; N, 9.55. Found: C, 
63.16; H, 4.44; N, 9.49. 

EXAMPLE 245 

^.(d.Fliioro-DhPnnYy).M-r4-( 1-hYdroxv-1-mefhvl-ethV»-CVCioheXYlmethYn- 
35 nicotinamide 

To 4^{[2-(4-Fluoro-phenoxy)-pyridine-3-carbonyll-amino}-methyl)- 
cyclohexanecarboxylic acid methyl ester (0.0221 grams, 0.06 mmole) in tetrahydrofuran (1 ml) 
at -78°C. 1.4 M methyl lithium in diethyl ether (171 pi, 0.24 mmole) was added and stirred at - 
78° C for 2 hours. The reaction was quenched with 200 pi sat'd NH 4 CI and warmed to room 
~40 temperature. The reaction was filtered through a pad of magnesium sulfate and concentrated 



WO 98/45268 



PCT/IB98/00315 

-157- 



5 to give a light brown foam which was purified by chromatography on silica eluting with 1/1 
hexane/ ethyl acetate to 95/5 methylene chloride/ methanol to give a clear film. (0.0111 g). 
MP. 78-80°C; Anal, calcd. for C^H^C^F: C, 68.37; H, 7.04; N, 7.25. Found: C, 68.32; H, 
7.04; N, 7.27. 

EXAMPLE 346 

10 N-(2-Chloro-h en2ylU24Dvrgd8n-3-ylmethoxv>-nicot»naml(l0 

A solution of 2-(Pyridin-3-ylmethoxy)-nicotinic acid (0.300 grams, 1.3 mmole) 2- 
Chloro-benzylamine (0.202 grams, 1.43 mmole), and 1 -hydroxy benzotriazole hydrate (0.210 
grams, 1.56 mmole) in dry dimethylformamide (10 ml) was added 1-(3-dimethylamino)-propyl)- 
3-ethylcarbodiimide hydrochloride'' (0.324 grams, 1.69 mmole) and stirred over night The 

15 mixture was diluted with 50 ml water and 50 ml 1N sodium hydroxide and extracted with ethyl 
acetate. The combined extracts were washed with 1 N NaOH, water and brine, dried over 
Na 2 S0 4 , filtered and concentrated to give an oil that was purified by chromatography on silica 
eluting with 5% methanol/ methylene chloride. Recrystalization from ethyl acetate/ hexane 
gave white crystals (0.1 16g). MP. 91-93°C; Anal, calcd. for C 19 H 16 N 3 0 2 CI: C, 64.50; H, 4.56; 

20 N, 11.88. Found: C, 64.38; H, 4.58; N, 11.97. 

EXAMPLE 247 

N- [[4-fDim e thvta m in Q \Dh e nvllmethvn-2-(4-fluorophgnoxv)^ 

pyririinacarboxamlde 

To a solution of 1.00 g (2.96 mmol) N-(4-Amino-benzyl)-2-(4-fluoro-phenoxy)- 

25 nicotinamide in 20 mL of acetonitrile was added 1.44 mL (17.8 mmol) of aqueous 37% 
formaldehyde solution followed by 0.558 g (4.45 mmol) of NaCNBH 3 . After stirring for 16 h at 
rt, the mixture was acidified to destroy excess NaCNBH 3 and was partially evaporated to 
remove acetonitrile. The residue was adjusted to pH 6-7 and then extracted with EtOAc (2 x 
200 mL). The combined extracts were washed with saturated aqueous sodium 

30 hydrogencarbonate solution (1 x 100 mL), brine (1 x 100 mL), dried (Na 2 S0 4 ), and 
evaporated to 1.55 g of an oil. Purification by flash chromatography using a 40% EtOAc- 
hexane eiuant gave 992 mg of an oil which slowly solidified. Trituration in hexane afforded 
872 mg (81% yield) of the title compound as a white solid, mp 99.5-101 .5°C. Anal. Calcd for 
C 21 H2oN 3 0 2 F: C, 69.03; H, 5.51; N, 11.50. Found: C, 69.32; H, 5.52; N, 11.58. 

35 EXAMPLE 348 

2^-FluoroDh enQy Y)^-r2^4 -methoxvphenvnethvn^-PYridinerBethanol 
A solution of 0.250 g (1.15 mmol) 2-(4-Fluorophenoxy)-3-pyridinecarboxaldehyde in 5 
mL of tetrahydrofuran was cooled to -78 °C and treated dropwise with 1.0 mL of a solution of 
the Grignard reagent prepared from 2.62 g (15.3 mmol) of 1-(2-chloroethyl)-4- 

40 methoxybenzene and 0.559 g (23.0 mmol) of magnesium turinings in 13 mL of THF. After 2 h 
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5 of stirring, an additional 0.5 mL of Grignard reagent was added, and the mixture was 
quenched by the addition of 2 mL of saturated aqueous NH 4 CI solution. After warming to rt, 
the mixture was partitioned between 50 mL of water and 200 mL of EtOAc, and the separated 
organic layer was washed with saturated aqueous sodium hydrogencarbonate solution, brine, 
dried (Na 2 S0 4 ), and evaporated to give 0.53 g of a colorless oil. Two purifications by flash 
10 chromatography using 25% EtOAc-hexane and 25% ether-toluene, respectively, as eluants 
afforded 339 mg (64% yield) of the the title compound as an oil. Thermospray MS : m/e 354 
(M + +1). 

EXAMPLE 24 9 

1-r2-f4-Fluorophenoxv^-3-p yridlny1^-(4-methoxvphenvn-1-propanone 

15 A solution of 353 mg (100 mmol) 2-(4-Fluorophenoxy)-a-[2-(4-methoxyphenyl)ethyl]- 

3-pyridinemethanol in 5 mL of acetone was cooled to 0 °C and treated with 1.6 mL (2.00 
mmol) of 1.25 M Jones Reagent solution. The mixture was allowed to warm to rt and then 
quenched by the addition of 5 mL of isopropanol. The precipitate was removed by filtration, 
and the filtrate was evaporated and partitioned between 50 mL of saturated aqueous sodium 

20 hydrogencarbonate solution and 100 mL of EtOAc. The separated organic layer was 
combined with a 100 mL EtOAc backwash of the aqueous layer, washed with brine (50 mL), 
dried (Na 2 S0 4 ), and evaporated. Trituration of the residue in hexane gave 271 mg (77% yield) 
of the title compound, mp 73-74°C. 1 H NMR (CDCI 3 ) d 3.03 (2 H, t, J = 7 Hz), 3.43 (2 H, t, J = 
7 Hz), 3.78 (3 H, s), 6.75-7.18 (9 H, m), 8.17 (1 H, dd, J = 2, 8 Hz), ), 8.25 (1 H, dd, J = 2, 4 

25 Hz); Anal. Calcd for C 21 H 18 NO 3 F-0.25 H 2 0: C, 70.87; H, 5.10; N, 3.94. Found: C, 70.88; H, 
4.79; N, 3.79. 

EXAMPLE 250 

3-f2-ChlorophenvlM-r2-f4-fluorophenoxv)-3-pyriclinvlM-propanone 

A solution of 226 mg (0.496 mmol) a-[(2-Chlorophenyl)methyl]-2-(4-fluorophenoxy)-a- 
30 oxo-3-pyridinepropanoic Acid /-Butyl Ester in 5 mL of trifluoroacetic acid was stirred at rt for 4 
h. The mixture was evaporated, and the residue was diluted with 5 mL of toluene, heated to 
reflux for 2 h, and evaporated. The residue was dissolved in 100 mL of EtOAc, washed 
successively with saturated aqueous sodium hydrogencarbonate solution (1 x 50 mL) and 
brine (1 x 50 mL), dried (Na 2 S04), and and evaporated to 125 mg of an oil. Purification by 
35 flash chromatography using 40% ether-hexane as eluant yield 120 mg (68% yield) of the title 
compound as a colorless oil. 1 H NMR (CDCI 3 ) d 3.20 (2 H, t, J = 8 Hz), 3.49 (2 H, t, J = 8 Hz), 
7.06-7.32 (9 H, m), 8.19 (1 H, dd, J = 2, 7 Hz), 8.25 (1 H, dd, J = 2,5 Hz); Thermospray MS 
(m/e) 356,358 (M + +1). 
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5 The compounds of Examples 251-255 were prepared according to the procedure of 

Example 250 substituting the indicated substrate for the compound of Preparation 60. Mass 
spectra were determined by the thermospray method. 

EXAMPLE 251 

1.f2^A.FIuom-phBnoxv1-D Yridin-3-yn-3-f4-fluoro-phenvn-proDan-1-one 

10 1 H NMR (CDCI 3 ) d 3.07 (2 H, t, J = 7 Hz), 3.45 (2 H, t, J = 7 Hz), 6.92-7.20 (9 H, m), 

8.18 (1 H, dd, J = 2, 8 Hz), 8.25 (1 H, dd, J = 2, 5 Hz); MS (m/e) 340 (M + +1). 

EXAMPLE 252 

1.[2.f4-Fluoro-phBnoxv1-pyridin-3-vn-3-t 4-trifluoromethvl-phenvl)-PrOPan-1-One 

M.P. 94-95°C; Anal. Calcd for C 21 H, 5 F 4 N0 2 : C. 64.78; H, 3.88; N, 3.60. Found: C, 
15 64.44; H, 3.93; N, 3.45. 

EXAMPLE 253 

1^2.f4.Fluoro-pht»nQxvt-Pvrldin-3-vn-3-f4 -trifluoromethoxv-phenvh-PrOPan-1- 

ADfi 

M.P. 79-81 °C; Anal. Calcd for C 21 H 1S F«N0 3 : C, 62.23; H, 3.73; N, 3.46. Found: C, 
20 62.11; H, 3.77; N, 3.57. 

FXAMPLE 254 

a^3.S-Dlfluoro-phenvlU1-r 2-(4.fluorQ-phenoxvt-Pvridin-3-vn-PrQPan-1-Qn9 

M.P. 69-70"C; Anal. Calcd for CjoH^NO* C, 67.22; H. 3.95; N, 3.92. Found: C, 

67.19; H, 3.74; N, 3.92. 
25 EXAMPLE 255 

1.[2.f4.Fluoro- phpnox YVpvridin.3.vl1.3-(2 .4.6.trifluoro-nhenv»-PrOPan-1-Qn8 

M.P. 84-85 6 C; Anal. Calcd for CjoH^NO,: C, 64.00; H, 3.49; N. 3.73. Found: C, 
64.07; H, 3.31 ; N, 3.66. 

EXAMPLE 2S6 

30 1.y2.f4-Fluoro phftnoxv1-3-pyridinyl1.3-phenvl-1-proPanone 

To the sodium hydride obtained by washing 351 mg (7.73 mmol) of 50% sodium 
hydride dispersion in mineral oil with pentane was added 10 mL of dimethylformamide 
followed by 867 mg (7.73 mmol) of p-fluorophenol. After the hydrogen evolution ceased, 886 
mg (3.87 mmol) 1-(2-Fluoro-pyridin-3-yl)-3-phenyl-propan-1-one was added dissolved in a 
35 minimum amount of DMF. The mixture was heated to 80 °C for 3 h, and the solvent was 
evaporated under high vaccum. The residue was partitioned between 200 mL of ether and 50 
mL of aqueous 1 N sodium hydroxide solution, and the separated organic layer was washed 
with aqueous 1 N sodium hydroxide solution (1 x 50 mL), brine (1 x 100 mL), dried (Na 2 S0 4 ), 
an( j evaporatedto 1.16 g of a white solid. Recrystal l ization from hexane g ave 1.06 g (85% 
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5 yield) of the title compound as a white solid, mp 82-83°C. Anal. Calcd for C2oH 16 FN0 2 : C, 
74.75; H. 5.02; N, 4.36. Found: C. 74.63; H. 4.97; N, 4.31. 

The compounds of examples 257-270 were prepared according to the procedure of 
Example 256 substituting the indicated substrate for the compound of Preparation 63a and, 
when indicated, 3-hydroxypyridine for p-fluorophenol. Products were purified by direct 
1 0 trituration and/or flash chromatography. Mass spectra were determined by the APCI method. 

EXAMPLE 257 

3-Phenvl-1.r2-( PYridln^-vloxvt.Dvridin-3-vn-propan-1-one 

M.P. 45-46°C; Anal. Calcd for C 19 H 16 N 2 0 2 : C, 74.98 H, 5.36; N. 9.20. Found: C, 

74.80; H, 5.35; N, 9.11. 
15 EXAMPLE 258 

3.fA.Fluoro.Dhenyn.l.r2.fpv ridin.3.vloxv^Dvridin.3-vl1-propan-1-one 

M.P. 62-64°C; Anal. Calcd for C 19 H 15 FN 2 0 2 : C. 70.80; H. 4.69; N, 8.69. Found: C, 

70.55; H, 4.80; N, 8.69. 

EXAMPLE 259 

20 1.f2-/4-Fluoro-phenoxtf>.pv ridin.3.vn-2-methvl-3-phenvl-propan-1-one 

'H NMR (CDCI 3 ) d 1.19 (3 H, d, J = 7 Hz). 2.92 (2 H. ABX pattern. 13 Hz. Jax= 6 
Hz. J BX = 8 Hz). 3.87-3.94 (1 H, m), 7.02-7.24 (10 H, m). 7.95 (1 H. dd. J = 2, 7 Hz), 8.19 (1 H, 
dd. J = 2. 5 Hz); MS (m/e) 336 (M + +1). 

EXAMPLE 260 

25 2-Methyl-3-phenyl-1-f2-<p yridin-3-Yloxv)-pyridin-3-vn-propan-1-one 

1 H NMR (CDCI 3 ) d 1 .20 (3 H, d. J = 7 Hz). 2.93 (2 H, ABX pattern. J w = 14 Hz. Jax = 7 
Hz. J BX = 8 Hz). 3.86-3.95 (1 H. m), 7.06-7.49 (8 H. m), 7.94-7.97 (1 H. m). 8.16-8.18 (1 H. m). 
8.47-8.50 (2 H, m); MS (m/e) 319 (M + +1). 

EXAMPLE 261 

30 1-[2-(il-Fluoro -phenoxvUpyridin-3-vn-3-phenvl-butan-1-one 

'H NMR (CDCI 3 ) d 1.31 (3 H. d, J = 7 Hz). 3.30-3.52 (3 H. m). 7.02-7.27 (10 H, m). 
8.01 (1 H, dd, J = 2, 8 Hz). 8.20 (1 H. dd. J = 2, 5 Hz); MS (m/e) 336 (M + +1). 

EXAMPLE 362, 
3-Phenvl-1-r2- /pyridin-3-vloxvt-Pvridin-3-vf1-butan-1-one 
35 1 H NMR (CDCI3) d 1.31 (3 H, d, J = 7 Hz). 3.32-3.52 (3 H. m). 7.06-7.53 (8 H, m) , 

8.05 (1 H. dd. J = 2. 8 Hz). 8.19 (1 H. dd. J = 2. 5 Hz); 8.49-8.51 (2 H. m); MS (m/e) 319 
(M + +1). 

EX A MP LE 263 

3.fA41-HvdroxY-l-tnethvl.flth yn- P henvn-1-r2-<Dvridin.3.vloxv>-Pvridin-3-vn- 



40 prnpan-1-ona 
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5 *H NMR (CDCI 3 ) d 1.54 (6 H, s), 1.88 (1 H, brs), 3.07 (2 H, t, J = 8 Hz), 3.44 (2 H, t, J 

= 8 Hz), 7.11-7.55 (7 H, m), 8.17-8.21(2 H, m), 8.21-8.49 (2 H, m); MS (m/e) 345 (M*+1 -18 
(H 2 0)). 

EXAMPLE 264 

1-[2-(4-Fluo ro-phenoxv1-pyridin-3-vn-2-phenvl-ethanone 

10 MP. 81-82°C; Anal. Calcd for C 19 H 14 FN0 2 : C, 74.26; H, 4.59; N, 4.56. Found: C, 

74.13; H, 4.61; N. 4.56 

EXAMPLE 265 

1- [2-(4-Fluoro-Dhenoxv1-pvritiln-3-vn-2-phenoxv-ethanone 

MP. 1 05.5-1 06.5°C; *H NMR (CDCI 3 ) d 5.34 (2 H, s), 6.73-7.28 (10 H, m), 8.28-8.33 
15 (2 H, m); MS (m/e) 324 (M*+1 ). 

EXAMPLE 266 

2- (2-Chloro-ph flnoxyM.r2-f4-fluoro-phenoxv)-pvridin-3-vn-ethanone 

MP. 92-93°C; Anal. Calcd for C 19 H 13 N0 3 CIF: C, 63.79; H, 3.66; N, 3.91. Found: C, 
63.43; H, 3.52; N, 3.94. 
20 EXAMPLE 267 

1.[2-(4.Fluoro -phenoxv>.pvridin-3-vll-3-phenvl-propenone 
MP. 110-111°C; 1 H NMR (CDCI 3 ) d 7.07-7.58 (11 H. m), 7.75 (1 H, d, J = 16 Hz), 
8.13 (1 H, dd, J = 2,7 Hz), 8.27 (1 H, dd, J = 2,5 Hz); MS (m/e) 320 (M + +1). 

EXAMPLE 268 

25 Benzofuran-2-yl-f2-(4-fluoro-phenoxy )-pyrid8n-3-vn-methanone 

MP. 102-103°C; Anal. Calcd for C2oH 12 N0 3 F: C, 72.07; H, 3.63; N, 4.20. Found: C. 
71.84; H, 3.43; N.4.15. 

EXAMPLE 269 

[2-(4.Fluoro-phenoxyt-pvridin-3-vl1-<1H-indol-2-vn-methanone 

30 MP. 169-170-C; *H NMR (CDCI 3 ) d 7.04-7.17 (7 H, m), 7.36 (1 H, dd, J = 1, 8 Hz). 

7.46 (1 H, d, J = 8 Hz), 7.67 (1 H, d, J = 8 Hz). 7.95 (1 H, dd. J = 2, 8 Hz), 8.28 ( 1 H, dd, J = 
2. 5 Hz). 9.20 (1 H, s); MS (m/e) 333 (M*+1). 

EXAMPLE, 270 

1-[2-(4-Fluoro-phenoxvWpvr idin-3-vl1-2-(methvl-phenvl-amlno^-ethanone 

35 MP. 126-128°C; 'H NMR (CDCI 3 ) d 3.10 (3 H, s). 4.85 (2 H, s), 6.61-6.73 (3 H, m), 

7.09-7.21 (7 H. m). 8.22 (1 H, dd, J = 2, 8 Hz), 8.27 (1 H, dd, J = 2, 5 Hz); MS (m/e) 337 
(M + +1). 

EXAMPLE 271 

1 ^^.Fiuorophenoxyt-s-pyridinyrji^ -hyd roxy^-phenyl-l -propanpn i 
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5 A solution of 0.114 mL (111 mg, 1.10 mmol) of diisopropylamine in 8 mL of 

tetrahydrofuran was cooled to -78 °C and treated dropwise with 0.440 mL (1.10 mmol) of a 
solution of 2.5 M n-butyllithium in hexane. After stirring for 30 min, a solution of 231 mg (1.00 
mmol) 1-[2-(4-Fluorophenoxy)-3-pyridinyl]-ethanone in 2 mL of tetrahydrofuran was added 
dropwise. After stirring for 30 min, 0.112 mL (1.07 mmol) of benzaldehyde was added 

10 dropwise, and stirring was continued for 1 h. The mixture was quenched by the addition of 2 
mL of saturated aqueous NH 4 CI solution and was allowed to warm to rt The mixture was 
partitioned between 50 mL of saturated aqueous NH 4 CI solution and 300 mL of EtOAc. The 
separated organic layer was washed with 50 mL of saturated aqueous sodium 
hydrogencarbonate solution, 50 mL of brine, dried (Na 2 S0 4 ), and evaporated to 259 mg of an 

15 oil. Purification by flash chromatography using a 40% EtOAc-hexane eluant afforded 211 mg 
(63% yield) of the title compound as an oil; 1 H NMR (CDCI 3 ) d 3.23 (1 H, br s), 3.54-3.56 (2 H, 
m), 5.34-5.37 (1 H, m), 7.07-7.41 (10 H, m), 8.21-8.26 (2 H, m); APCI MS (m/e) 338 (M + +1). 

EXAMPM;273 

1-[2-(3-PyridyloxY^-3-DvrSd inyiy3-hvdroxv-3-Dhenvl-1-propanone 

20 1 H NMR (CDCI 3 ) d 3.29 (1 H, br s), 3.52-3.57 (2 H, m), 5.35-5.38 (1 H, m), 7.13-7.51 

(8 H, m), 8.23-8.26 (2 H, m), 8.46-8.49 (2 H, m); APCI MS (m/e) 321 (M + +1). 

EXAMPLE 273 

a ,[2-(2-ChlorQphanyl)ethvn -2-(4-fluorophenoxv^PVr8dlnemethanol 

A solution of 76.0 mg (0.214 mmol) 3-(2-Chlorophenyl)-H2-(4-fluorophenoxy)-3- 
25 pyridinyl]-1-propanone in 5 mL of methanol was cooled to 0 °C and treated with 8.0 mg (0.21 
mmol) of NaBH 4 . The mixture was stirred for 30 min at 0 °C and quenched by the addition of 
1 mL of aqueous 1 N hydrochloric acid solution. The mixture was evaporated, and the residue 
was partitioned between 100 mL of EtOAc and 50 mL of saturated aqueous sodium 
hydrogencarbonate solution. The organic layer was washed with brine, dried (Na 2 S0 4 ), and 
30 evaporated to give 79 mg (100%) of the title compound as an oil. 1 H NMR (CDCI 3 ) d 2.10- 
2.32 (2 H, m), 2.35 (1 H, d, J = 6 Hz), 2.83-3.08 (2 H t m). 5.06-5.15 (1 H, m), 7.01-7.33 (9 H, 
m), 7.85 (1 H, dd, J = 2, 7 Hz), 8.05 (1 H, dd, J = 2, 5 Hz); thermospray MS (m/e) 358 and 
360 (M + +1). 

The compounds of Examples 274-276 were prepared according to the procedure of 
35 Example 273 substituting the indicated substrate for the compound 3-(2-Chlorophenyl)-1-[2- 
(4-fluorophenoxy)-3-pyridinyl]-1-propanone. 

EXAMPLE 274 

1-[2.(A-Fluoro-p him 0 x yWDvri^^ 
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5 M P. 90-91°C; *H NMR (CDCI 3 ) d 2.00-2.20 (2 H, m), 2.31 (1 H, d, J = 5 Hz), 2.71- 

2.90 (2 H, m), 4.98-5.08 (1 H, m), 6.56-6.61 (2 H, m), 6.99-7.10 (5 H, m), 7.81 (1 H, dd, J = 1, 
8 Hz), 8.02 (1 H, dd, J = 2, 5 Hz); thermospray MS (m/e) 378 (M*+1). 

EXAMPLE 275 

1-[2-(4-Fluoro-phBnoxvt-p yridin-3-vn-3-phenvl-propan-1-ol 

10 1 H NMR (CDCI 3 ) d 2.10-2.25 (2 H, m), 2.20 (1 H, br s). 2.72-2.92 (2 H, m), 5.01-5.09 

(1 H, m), 6.99-7.30 (10 H, m), 7.79 (1 H, dd, J= 1, 7 Hz), 8.03 (1 H, dd, J= 2, 5 Hz); AMPI MS 
(m/e) 324 (M*+1). 

EXAMPLE 276 
3.Phanvl.1.r2-(p yrlrilnJ.vloxv^pvridin^.vn-propan-1-ol 

15 1 H NMR (CDCI3) d 2.08-2.23 (2 H, m). 2.60 (1 H, br s). 2.73-2.89 (2 H. m), 5.07-5.12 

(1 H, m), 7.04-7.48 (8 H, m), 7.86-7.89 (1 H, m), 8.01 (1 H, dd. J = 2, 5 Hz), 8.40-8.43 (2 H, 
m); AMPI MS (m/e) 307 (M + +1). 

EXAMPLE 277 

fg)-2-(4-FluorQph6noxv^-3-r3 -(4-methoxvphenvh-1-propenvl1-Pvridine 

20 A mixture of 0.97 g (2.7 mmol) 2-(4-Fluorophenoxy)-a-{2-{4-memoxyphenyl)ethyl]-3- 

pyridinemethanol, 0.93 g (3.9 mmol) of Burgess Reagent and 20 mL of benzene was heated 
to reflux for 4 h. The cooled mixture was partitioned between 300 mL of EtOAc and 100 mL of 
saturated aqueous sodium hydrogencarbonate solution, and the separated organic layer was 
washed with 100 mL of brine, dried (Na 2 S0 4 ), and evaporated to 1.10 g of an oil. Purificaiton 

25 by flash chromatography using 15% EtOAc-hexane as eluant gave 0.39 g (42% yield) of the 
title compound as an oil. 1 H NMR (CDCI 3 ) d 3.60 (2 H, d, J = 7 Hz), 3.82 (3 H, s), 6.48 (1 H, 
dt, J= 7, 16 Hz), 6.78 (1 H, d, J= 16 Hz), 6.86-7.18 (9 H, m), 7.79 (1 H, dd, J = 2, 8 Hz), 7.99 
(1 H, dd, J = 2, 5 Hz). 

Example 278 was prepared according to the procedure of Example 277 substituting 
30 the correponding alcohol for 2-(4-Fluorophenoxy)-a-(2-(4-methoxyphenyl)ethylJ-3- 
pyridinemethanol. 

EXAMPLE 278 

(g).244.Fluoro ph6nQxyt.3.T3-phenvM-prOPenvn-PVridine 
'H NMR (CDCI3) d 3.62 (2 H, d. J = 7 Hz), 6.51 (1 H, dt, J = 7, 16 Hz), 6.81 (1 H. d, J 
35 = 16 Hz), 6.83-7.35 (10 H, m), 7.78 (1 H, dd, J = 2, 8 Hz), 8.00 (1 H, dd. J = 2, 5 Hz); AMPI 
MS (m/e)306(M + +1). 

EXAMPLE 279 

«;i/n-3-f1.2-DihydrQxv-3-f4-methoxvphe nYhpropvn-2-f4-fluorophenoxv>-Pvridine 

To a mixture of 161 mg (1.19 mmol) of N-methylmorpholine-A/-oxide hydrate, 0.175 g 



40 (0.0175 mmol) of a 2.5% solution of Os0 4 in f-butanol, 0.6 mL of acetone, and 0.4 mL of water 
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5 was added 200 mg (0.596 mg) r^-2-(4-Fluorophenoxy)-3-[3-phenyl-1-propenyl]-pyridine 
dissolved in 2 mL of acetone and 0.5 mL of water. The mixture was stirred for 16 h at rt, at 
which time 5 g of solid sodium sulfite was added. The suspension was stirred for 5 min, and 
the solids were removed by filtration rinsing with 100 mL of acetone. The filtrate was 
concentrated, and the residue was partitioned between 100 mL of EtOAc and 50 mL of brine. 
10 The organic layer was separated, combined with a 100 mL EtOAc backwash of the aqueous 
layer, dried (Na 2 S0 4 ), and evaporated to 195 mg of a solid. Recrystallization from toluene 
gave 140 mg (64% yield) of the title compound as a white solid, mp 125-126°C. 'H NMR 
(CDCI 3 ) d 2.13 (1 H, d, J = 4 Hz), 2.87 (2 H, d, J = 6 Hz), 2.94 (1 H, d. J = 6 Hz). 3.78 (3 H, s), 
4.05-4.14 (1 H, m). 5.02 (1 H. t, J = 5 Hz), 6.80-7.16 (9 H. m), 7.89 (1 H, dd, J = 2,7 Hz), 8.08 

15 (1 H.dd, J =2, 4 Hz). 

Example 280 was prepared according to the procedure of Example 279 substituting 

the corresponding starting material. 

EXAMPLE 280 

■c K n.3.f1.2.Dlhvriroyv.3-Dhfi nylpropvn-2-/4-fluorODhenoxV)-PVric<lne 

20 M.P. 125-126°C; Anal. Calcd for C M H 18 N03F: C, 70.78 H, 5.35; N, 4.13. Found: C, 

70.68; H, 5.19; N, 4.24. 

EXAMPLE 281 
a. ^R ft n7vioxvt mA»h Y H-2-f4.fliioronhenoxv>-PvrWin9 

To a suspension of 122 mg (2.53 mmol) of 50% sodium hydride dispersion in mineral 
25 oil in 10 mL of dimethylformamide was added 500 mg (2.30 mmol) 2-(4-Fluorophenoxy)-3- 
pyridinemethanol followed by 0.343 mL (396 mg, 2.53 mmol) of 4-methoxybenzyl chloride 
and 420 mg (2.53 mmol) of Kl. After stirring 1 h at rt. the mixture was partitioned between 100 
mL of water and 100 mL of EtOAc. The separated organic layer was washed with brine, dried 
(Na 2 S0 4 ), and evaporated to 949 mg of a yellow oil. Purification by flash chromatography 
30 using a 20% EtOAc-hexane eluant gave 552 mg of a colorless oil which solidified on standing. 
Trituration in hexane afforded 464 mg (59% yield) of the title compound as a white solid, mp 
49-50°C. Anal. Calcd for C^eNC^F: C, 70.78 H, 5.35; N, 4.13. Found: C, 70.79; H, 5.09; 
N, 4.03. 

EXAMPLE 282 

35 i.p. |d-Fiuoro p hi>no X vW3-Dvridinvn-3-f4-methoxvph9nYl)propane 

To a solution of 60 mg (0.18 mmol) (E>2-(4-Fluorophenoxy)-3-[3-(4-methoxyphenyl)- 
1-propenyl]-pyridine in 50 mL of ethanol was added 50 mg of 10%Pd/C, and the mixture was 
hydrogenated at 45 psi on a Parr Shaker Apparatus for 2h. The catalyst was removed by 

filtr ation, and the filtrate was concentrated to afford 50 mg (83% yield) of th e title compound as 

40 a colorless oil. 'H NMR (CDCI 3 ) d 1 .92-2.06 (2 H, m), 2.67 (2 H, t, J = 8 Hz). 2.75 (2 H. t, J = 
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8 Hz), 3.80 (3 H, s), 6.82-7.14 (9 H, m), 7.52 (1 H, dd. J = 2,1 Hz). 7.99 (1 H, dd. J = 2, 5 Hz); 
thermospray MS : m/e 338 (M* + 1). 

FXAMPLE283 

fj-f2-Chloro-b «>"^ Yl)-2-^3-m ^hoxv^henoxvWnicotinamide 
To a solution of 2-(3-methoxy-phenoxy)-nicotinic acid (0.300 grams, 1.224 mmole) 2- 
Chloro-benzylamine (0.166 grams, 1.160 mmole), and 1-hydroxybenzotriazole hydrate (0.173 
grams, 1.283 mmole) in dry dimethylformamide (30 ml) was added 1-(3-dimethylamino)- 
propyl)-3-ethylcarbodiimide hydrochloride (0.269 grams, 1.399 mmole) and stirred over night. 
The mixture was diluted with 200 ml water and extracted with ethyl acetate. The combined 
extracts were washed with water and brine, dried over MgS0 4 , filtered and concentrated to 
give an oil that was purified by chromatography on silica eluting with 30% ethyl acetate/ 
hexane to give an oil which solidified on standing. (0.300g). M.P. 71-74»C; Anal, calcd. for 
C 20 H 17 N 2 O 3 CI: C, 65.13; H, 4.65; N, 7.60. Found: C, 64.94; H, 4.69; N, 7.63 

EXAMPLE 284 

N 4A.fi.H V dr 0 xv.i-mAthyi- g thvn- he n 7v ll- 2-(1-oxo-i ndan-4-vloxv)-ntcofinam[de 

To a solution of 2-(1-Oxo-indan-4-ylmethoxy)-nicotinic acid (0.220 grams. 0.818 
mmole), 2-(4-Aminomethyl-phenyl)-propan-2-ol (0.128 grams, 0.779 mmole). and 1- 
hydroxybenzotriazole hydrate (0.116 grams. 0.857 mmole) in dry dimethylformamide (30 ml) 
was added l-(3-dimethylamino)-propyl)-3-ethylcarbodiimide hydrochloride (0.1795 grams. 
0.935 mmole) and stirred over night. The mixture was diluted with water and extracted with 
25 ethyl acetate. The combined extracts were washed with water and brine, dried over MgS0 4 , 
filtered and concentrated to give an oil that was purified by chromatography on silica eluting 
with 60% ethyl acetate/ hexane to give a yellow solid. (0.078g). M.P. 145-147°C; Anal, calcd. 
forC 25 H 24 N 2 0 4 : C. 72.10; H, 5.81; N, 6.73. Found: C, 71.79; H. 5.67; N, 6.61. 

EXAMPLE 285 

30 M^-Aeetyl-be n y Vl)- 2 ^4.fluoro-Dhen0XV)-ntCPtinamMe 

A solution of 2-(4-Fluoro-phenoxy)-N-[4-(2-methyl-l1,3ldioxolan-2-yl)-benzyll- 
nicotinamide (1.2 grams. 2.9 mmole) in 2 N hydrochloric acid (3.7 ml. 7.35 mmole) and 
tetrahydrofuran (30 ml) was stirred at room temperature for 3 hours. The mixture was diluted 
with 100 ml water and extracted with ethyl acetate. The combined extracts were washed with 

35 1 N NaOH. water and brine, dried over MgS0 4 . filtered and concentrated to give a solid which 
was recrystalized from ethyl aceate/ hexane to give a white solid. (0.78 0 g). M.P. 106-108'C; 
Anal, calcd. for C 21 H„N 2 0 3 F: C. 69.22; H, 4.70; N. 7.69. Found: C. 68.87; H, 4.70; N. 7.55. 

The compound of Example 286 was prepared according to the procedure of Example 
285 substituting the corresponding ketal for 2 -(4-Fluoro-phenoxy )-N-[4-(2-methyl- 
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5 [i,3]dioxolan-2-yl)-benzyl]-nicotinamide. The duration of reaction was between 1 and 24 
hours. 

EXAMPLE 286 

2-(4-Fluoro-phenoxv>-N-(4-oxo-cvclo hexylmethyH-nlcotinamide 

MP. 157-159°C; MS : m/e 343 (M + + 1). 
10 EXAMP LE 2 87 

2.{4Jluoro.Dhanoxv>.N.r4.( 1-hvdroxv^thvl>-benzvn-nicotinamlde 

To a stirred solution of N-(4-Acetyl-benzyl)-2-{4-fluoro-phenoxy)-nicotinamide (0.300 
grams, 0.823 mmole) in methanol (10 ml) and tetrahydrofuran (10 ml) at room temperature 
was added sodium borohydride (.121 grams, 3.993 mmole) and stirred for 1 hour. This mixture 
15 was poured into ice water and extracted with ethyl acetate. The combined organics were 
washed with water and brine, dried over MgS0 4 , filtered and concentrated to give a solid. 
Recrystalization from ethyl acetate/ hexane gave a solid. (0.180 g). M.P. 112-114°C; Anal, 
calcd. fbrC 21 H 17 N 2 0 3 F: C, 68.84; H, 5.23; N, 7.65. Found: C, 68.58; H, 5.15; N. 7.44. 

The compound of Example 288 was prepared according to the procedure of Example 
20 289 substituting the corresponding ketone for N-(4-Acetyl-benzyl)-2-(4-fluoro-phenoxy)- 
nicotinamide. The duration of reaction was between 1 and 24 hours. 

EXAMPLE 299 

?^d.Fl l mr Q -nhen nY Y )-N./4-hvdroXV-CVCl0hexVlmethVh-nlCPtlnamlde 

M.P. 110-1 12°C; MS : m/e 345 (M + + 1). 
25 EXAMPLE 289 

?.(3-Carbam " V'-phenoxy >-N-^-chloro-henzvn-nicotinamide 
To a stirred solution of 2-(3-Carbamoyl-phenoxy)-N-(2-chloro-benzyl)-nicotinic acid 
(0.300 grams, 1.25 mmole), o-chlorobenzylamine (0.195 grams, 1.375 mmole), and 1- 
hydroxybenzotriazole hydrate (0.203 grams, 1 .50 mmole) in dry dimethylformamide (3 ml) was 
30 added l-(3-dimethylamino)-propyl)-3-ethylcarbodiimide hydrochloride (0.311 grams, 1.63 
mmole) and stirred over night The mixture poured into 100 ml water and extracted with ethyl 
acetate. The combined extracts were washed with 1 N NaOH, water and brine, dried over 
Na 2 S0 4 , filtered and concentrated to give a white solid that was purified by chromatography 
on silica gel eluting with 7% methanol/methylene chloride. Recrystalization from ethyl acetate/ 
35 hexane gave a white solid (0.239 g). M.P. 153-155°C; Anal, calcd. for CjoH^NaOaCI: C, 
62.91; H, 4.22; N, 11.01. Found: C, 62.92; H, 4.30; N, 11.09. 

EXAMPLE 290 

2.(3Jim e thvlc a rb a m 0 vl.Dheno x v^N-r4- f 1- hvdrQXY-1-met hYl-9thYn-t>enZYn- 

nicotinamide 
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5 To a stirred solution of 2-(3-Dimethylcarbamoyl-phenoxy)-N44-(1-hydroxy-1-methyl- 

ethyl)-benzyl]-nicotinic acid (0.300 grams, 105 mmote), 2-(4-Aminomethyl-phenyl)-propan-2- 
ol (0.190 grams, 1.15 mmole), and 1 -hydroxy benzotriazole hydrate (0.155 grams, 1.15 
mmole) in dry dimethylformamide (5 ml) was added 1-(3-dimethylamino)-propyl)-3- 
ethyicarbodiimide hydrochloride (0.242 grams, 1.26 mmole) and stirred over night The 
10 mixture poured into 100 ml water and extracted with ethyl acetate. The combined extracts 
were washed with 1 N NaOH, water and brine, dried over MgS0 4l filtered and concentrated to 
give an oil that was purified by chromatography on silica gel eluting with 2.5% 
methanol/methylene chloride (0.360 g). 1 H NMR (CDCI 3 ) d 1.54 (6 H, s), 3.00 (3 H. s), 3.08 (3 

H, s), 4.66 (2 H, d), 7.20 (3 H, m), 7.29 (4 H, m), 7.43 (2 H, m) 8.08 (1 H, m), 8.18 (1 H, dd), 
15 8.63 (1 H, dd); MS : m/e 433 (M + ). 

EXAMPLE 291 

N4441-Hydroxy-1-methvl-ethyl)-benzy n-2-f3-trifluoroacetvl-Phenoxv)- 
nicotinamide 

To a stirred solution of N-[4-(1-Hydroxy-1-methyl-ethyl)-benzyl].2-[3-(2,2 l 2-trifluoro-1- 
20 hydroxy-ethyl)-phenoxy]-nicotinamide (0.520 grams, 1.13 mmole), NMO (0.192 grams, 17 
mmole) and 4 A molecular sieves (0.5 g) in methylene chloride (15 ml) was added TPAP 
(0.020 grams, 0.06 mmole) and stirred at room temperature for 1 hour. The mixture was 
filtered through celite, washed with methylene chloride. The filtrate was diluted with 150 ml 
methylene chloride, washed with water, dried over MgS0 4l filtered and concentrated under 
25 reduced pressure to give an oil which was purified by chromatography on silica eluting with 
2.5% methanol/ methylene chloride to give a foam (0.506 g). 1 H NMR (CDCI 3 ) d 1.54 (6 H, s), 
4.69 (2 H, d), 7.50-7.15 (9 H, m), 8.16 (1 H, m), 8.64 (1 H, m); MS : m/e 458 (M + ). 

EXAMPLE 292 

N-{4^1-Hvdroxy-1-methvl^ ^ 
30 phenoxy] nic otinamide 

To a stirred solution of N-[4-(1-Hydroxy-1-methyl-ethyl)-benzyl]^3-(2 l 2 I 2-trifluoro-1- 
hydroxy-ethyl)-phenoxy]-nicotinic acid (0.400 grams, 1.28 mmole), 2-(4-Aminomethyl-phenyl)- 
propan-2-ol (0.232 grams, 1.40 mmole), and 1 -hydroxy benzotriazole hydrate (0.189 grams, 

I. 40 mmole) in dry dimethylformamide (5 ml) was added 1-(3-dimethylamino)-propyl)-3- 
35 ethylcarbodiimide hydrochloride (0.294 grams, 1.54 mmole) and stirred over night. The 

mixture poured into 100 ml water and extracted with ethyl acetate. The combined extracts 
were washed with water and brine, dried over MgS0 4 , filtered and concentrated to give an oil 
that was purified by chromatography on silica gel eluting with 2.5% methanol/methylene 
chloride (0.550 g). 1 H NMR (CDCI 3 ) d 1.54 (6 H, s), 3.53 (1 H, d), 4.66 (2 H, d), 4.92 (1 H, m), 
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5 7.46-7.15 (9 H, m), 8.12 (1 H, m). 8.16 (1 H, dd) 8.62 (1 H, dd). MW 313.25 MS (m/e) 313 
(M + ). 

EXAMPLE 293 

2-(Rfingori.31dinxot-S-vloxv )-N.r4-<1.hvdroxv-1-methvl-ethvn-benzvn- 
picotinamlde 

10 To a stirred solution 2-<Benzo[1,3]dioxol-5-yloxy)-nicotinic acid (0.300 grams, 1.158 

mmole 2-(4-Aminomethyl-phenyl)-propan-2-ol (0.182 grams, 1.103 mmole), and 1- 
hydroxybenzotriazole hydrate (0.163 grams, 1.20 mmole) in dry dimethylformamide (15 ml) 
was added l-(3-dimethylamino)-propyl)-3-ethylcarbodiimide hydrochloride (0.254 grams, 1.32 
mmole) and stirred over night. The mixture was diluted with 200 ml water and extracted with 

15 ethyl acetate. The combined organics were washed with water, 1N sodium hydroxide and 
brine, dried over MgS0 4 , filtered and concentrated to give an oil that was purified by 
chromatography on silica eluting with 30% ethyl acetate/ hexane to give an oil. 
Recrystalization from ethyl acetate/ hexane gave a white solid (0.323 g). M.P. 118-120°C; MS 
407(M + +1). 

20 EXAMPLE 294 

?.fa.c a rbamovl-phi»n 0 xvUN-r4 .M-hvdroxv-i-fnethvl-ethvl)-henzvn-nicotlnamlde 

To a stirred solution of 2-(3-Carbamoyl-phenoxy)-N-[4-(1-hydroxy-1-methyl-ethyl)- 
benzyO-nicotinic acid (0.400 grams, 1.549 mmole), 2-(4-Aminomethyl-phenyl)-propan-2-ol 
(0.243 grams, 1.475 mmole), and 1-hydroxybenzotriazole hydrate (0.219 grams, 1.623 
25 mmole) in dry dimethylformamide (15 ml) was added 1-(3-dimethylamino)-propyl)-3- 
ethylcarbodiimide hydrochloride (0.3401 grams, 1.77 mmole) and stirred over night. The 
mixture poured into water and extracted with ethyl acetate. The combined extracts were 
washed with 1 U NaOH, water and brine, dried over Na 2 S0 4 . filtered and concentrated to give 
an oil that was purified by chromatography on silica gel eluting with 7% methanol/methylene 
30 chloride (0.250 g). M.P. 145-147°C; MS (m/e) 387 (M + -18). 

The compound of Example 295 was prepared according to the procedure of Example 
294 substituting the corresponding amine for 2-(4-Aminomethyl-phenyl)-propan-2-ol. The 
duration of reaction was between 1 and 24 hours. 

EXAMPLE 295 

35 4- ({[2-(3-Carbamoyl-phen oxy).pvrldine-3-carbonvn-amino)-methYn- 

ryrlnhf yanBRafboxvli(; ac ' d ethvl ester 

M.P.160-162°C; MS (m/e) 426 (M*+1). 

EXAMPLE 296 

?^3-Ar.etvi-Dh Annyv\-N^4-sulfamovl-benzvU-ntcotinamide 
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5 A solution of 4-Aminomethyl-benzenesulfonamide (0.248 grams, 1.11 mmole), 2-(3- 

Acetyl-phenoxy)-nicotinic acid (0.300 grams, 1.167 mmole), 1-hydroxybenzotriazole hydrate 
(0.165 grams, 1.22 mmole) and l-(3-dimethylamino)-propyl)-3-ethylcarbodiimide 
hydrochloride (0.256 grams, 1.33 mmole) in dimethylformamide (15 ml) was stirred for 10 
minutes. To the stirring solution was added triethyl amine (0.280 grams, 2.78 mmole) and 

10 stirred over night at room temperature. The mixture was diluted with ethyl acetate and 
washed with water and brine, dried over MgS0 4 , filtered and concentrated to give a solid. 
Recrystalization from ethyl acetate/ hexane gave a solid. (0.280g); M.P.162-164°C; MS (m/e) 
425 (M + ). 

EXAMPLE 297 

15 ?.fA.Fluoro-Dhpnnyy).N-r4^1 .hYHroxy-1.methvl-ethvn-CVCl0hex-1-envlmethYl1- 
nirntinamlde 

A solution of 2-(4-Aminomethyl-cyclohex-3-enyl)-propan-2-ol (0.360 grams, 2.127 
mmole), 2-diethylaminoethyl chloride hydrochloride (0.530 grams, 2.765 mmole), 2-(4-Fluoro- 
phenoxy)-nicotinic acid (0.645 grams, 2.765 mmole), 1-hydroxybenzotriazole hydrate (0.374 
20 grams, 2.765 mmole) and triethyl amine (0.430 grams, 4.254 mmole) in methylene chloride 
(40 ml) was added and stirred over night The mixture was concentrated and partitioned 
between ethyl acetate and 1 M HCI. The organic extracts were washed with saturated sodium 
hydrogencarbonate and brine, dried over MgS0 4 , filtered and concentrated to give an oil 
which was purified by chromatography on silica eluting with 50 % ethyl acetate/ hexane to 
25 100% ethyl acetate to give a yellow oil (0.080 g); M.W. 384.455 ; MS 385 (M*+1). 

Compounds in Examples 298-317 were synthesized in a manner analogous to that in 
Example 183 using the indicated carboxylic acid and amine. 

Example 298 

M-f4-/1-HvdmKy-1-methvl-ethYl-\-benzy l)-2-<3.oxo-indan-5-vl0XVt-niC0tinamitle» 
30 Prepared from 2-(3-Oxo-indan-5-yloxy)-nicotinic acid and 2-<4-aminomethyl-phenyl)- 

propan-2-ol. MS (m/e): 435 (M*+NH 3 ), 417 (M + +1), 400 (100). NMR (CDCI 3 ): 8.62 (dd, J=2.8 
Hz. 1H), 8.15 (dd, J=2,5 Hz, 1H), 8.07 (m, 1H), 7.32 (m, 8H), 4.67 (d, J=6 Hz, 2H), 3.13 (t, J=6 
Hz, 2H). 2.72 (dt, J=2.4 Hz, 2H). 1.53 (s. 6H). 

Example 299 

35 N-fA^1.HvdroyY-i.m«>thvl-et h Yl-)-hftn7v».2.f2-methvl-benzothiazoi-$-viPXV)- 
njftfttinamide. 

Prepared from 2-(2-Methyl-benzothiazol-5-yloxy)-nicotinic acid and 2-(4-amino- 
methyl-phenyl)-propan-2-ol. mp 124-6°C. 

Anal. Calc d. for (^H^SOs: C, 66.49; H, 5.35, N; 9.69. F ound: C, 66.34; H, 5.38; N, 

40 9.57. 
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5 Example 300 

N^4-/1-Hvdroyv-l-methvl-et h V »-)-bBn2vl»-2-(2-methvl-benzothiazol-6-vloxv)- 

nicotinamide. 

Prepared from 2-(2-Methyl-benzothiazol-6-yloxy)-nicotinic acid and 2-(4-amino- 
methyl-phenyl)-propan-2-ol. mp 131-3°C. 
10 Anal. Calcd. for C^Ha^SC);,: C; 66.49, H; 5.35, N; 9.69. Found: C; 66.43. H; 5.42, N; 

9.72. 

Example 301 

2-(BenzothM 7 ;nl.B.yloxv1- M-(4-(1-hvdroxY.1-methvl.ethvn-benCTn-nlC0tinamide, 

Prepared from 2-(Benzothiazol-6-yloxy)-nicotinic acid and 2-(4-aminomethyl-phenyl)- 

15 propan-2-ol. mp195-7°C. 

Anal. Calcd. for CaH^NjSOa: C; 65.85, H; 5.05, N; 10.02. Found: C; 68.74. H; 5.49. 

N; 9.96. 

Example 302 

?.(Bi»nzQoxa7nl.fi.yloxvUN./4-<1-hvdrox y-1-methvl-ethvh-benzv»-nicotinamlde. 
20 Prepared from 2-(Benzooxazol-6-yloxy)-nicotinic acid and 2-(4-aminomethyl-phenyl)- 

propan-2-ol. mp 92-4 tt C. 

Anal. Calcd. for C 23 H 21 N 3 0 4 : C; 68.47, H; 5.25, N.10.42. Found: C; 68.47. H; 5.32; N. 

10.42. 

Example 303 

25 2.f3-Acetvl-4-^hlnrn-pheno xyWN-f4-f1-hvdroxv-1-methvl-ethvn-benzvh- 
nlRotinamide. 

Prepared from 2-(3-Acetyl-4-chloro-phenoxy)-nicotinic acid and 2-(4-aminomethyl- 
phenyl)-propan-2-ol. MS (m/e): 456/458 (M + +NH 3 , 100). NMR (CDCI 3 ): 8.64 (dd, J=2.8 Hz, 
1H). 8.18 (dd, J=2.5 Hz. 1H), 7.95 (m, 1H), 7.46 (m, 3H). 7.31 (m. 3H). 7.19 (m. 2H), 4.68 (d. 
30 J=6 Hz, 2H). 2.66 (s, 3H), 1.56 (s, 6H). 

Example 304 

fs|.(4-f1.Hvdrn«y-l-methvl-ethvn.benzvl )-2-(3.methvl-benzo(dtisoazol-7-VIOXV)- 

oisfitinamidB. 

Prepared from 2-(3-Methyl-benzo-(d)isoxazol-7-yloxy)-nicotinic acid and 2-(4- 
35 aminomethyl-phenyl)-propan-2-ol. mp 194-6°C. 

Anal. Calcd. for C 24 H 23 N 3 0 4 : C; 69.05, H; 5.55, N; 10.07. Found: C; 68.70, H; 5.64, N; 

9.81. 
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5 Example 305 

? ^a-Aretvl-5-c h lnrn.phenoxvt-N.f4-/1-HvdroXV-1-methYl-ethvn^an^Vn- 
nicotinamide. 

Prepared from 2-(3-Acetyl-5-chloro-phenoxy)-nicotinic acid and 2-(4-amino-methyl- 
phenyl)-propan-2-ol. mp 110-2°C. 
10 Anal. Calcd. for CHaNACI: C; 65.68; H, 5.28; N, 6.38. Found: C. 65.69; H. 5.35; N, 

6.35. 

Example 3P6 

fSH^-2-«3-AcetYl-p"»nnxvt-N - ^4.fi.hvdroxv-ethv»-benzvn-nicotinamlde. 
Prepared from 2-(3-Acetyl-phenoxy)-nicotinic acid and (SH-M-(4-Aminomethyl- 
15 cydohexyl)-ethanol. mp 102-4 8 C. oo (CHCy -13.8°. 

Anal. Calcd. for C^H^C* C. 70.75; H. 5.68; N, 7.17. Found: C, 70.48; H. 5.70; N, 

7.12. 

Example 307 

fP)^)-243-AcfttYl-P hBnoxv ^- W - <A -^- hvdroxv ' ethvl) ' benZV "' n8c0tinain|<l9 ' 

20 Prepared from 2-(3-Acetyl-phenoxy)-nicotinic acid and (R)-(+)-1-(4-Aminomethyl- 

cyclohexyl)-ethanol. mp 104-6°C. a D (CHCI 3 ) + 14.0° 

Anal. Calcd. for CoHaNA C. 70.75; H, 5.68; N, 7.17. Found: C. 70.30; H. 5.71; N, 

7.10. 

Example 3P8 

25 ?-f3-A C etvl.S-chlftrQ- P henoxv )-N-^rans^(1-hvdroxv-1-methYl-ethVl)- 
ry ylnheyylmethv iynicQtinamide. 

Prepared from 2-(3-Acetyl-5-chloro-phenoxy)-nicotinic acid and frans-2-(Amino- 
methyl-cyclohexyl)-propan-2-ol. mp 133-5°C. 

Anal Calcd. for C^NACI: C, 64.78; H, 6.57; N, 6.30. Found: C, 64.75; H, 6.57; N, 

30 6.17. 

Example 309 

^.(a.Ar.fttvM.cht"'-n-ph e noxv) -N-^fran S ^-f1.hvdroxv-1-methvl-ethvH- 

r yflnhexylmethvl )-nlcotinamlde. 

Prepared from 2-(3-Acetyl-4-chloro-phenoxy)-nicotinic acid and frans-2-(Amino- 
35 methyl-cyclohexyl)-propan-2-ol. mp 106-8°C. 

Anal Calcd. for C^NAd: C, 64.78; H, 6.57; N, 6.30. Found: C. 64.66; H, 6.58; N. 

6.11. 
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5 Example 310 

fR)-<.)-2.f3.Ace tYl.Dhenoxv>-N^fans-4-(1.hvdroxv-ethvl>-CYClohexvlmethV»- 
nicotinamlde. 

Prepared from 2-{3-Acetyl-phenoxy)-nicotinic acid and (RH-)-frans-1-<4-Amino- 
methyl-cyclohexyl)-ethanol. mp 101-3°C. oq (CHCI 3 ) - 1.5° 
10 Example 311 

(S).(->->-2.f3-AcBtvl-phenoxv WN-^rans-4-t1-hvdroxv-ethvl)-cvclohexvlrnethVl)- 
nicotinamlde. 

Prepared from 2-(3-Acetyl-phenoxy)-nicotinic acid and (S)-(+)-frans-1-(4- 
Aminomethyl-cyclohexyl)-ethanol. mp 103-5°C. oq (CHCy + 1.5° 
15 Example 312 

2.t3.Acetvi.phep oxvUN42.fluoro-4-f1-hvdroxv-1-methvl-ethvn-benzvn- 
ninotinamide. 

Prepared from 2-(3-Acetyl-phenoxy)-nicotinic acid and 2-(4-Aminomethyl-3-fluoro- 
phenyl)-propan-2-ol. mp 68-70°C. 
20 Anal. Calcd. for C 2J ,H 23 N 2 0 4 F: C, 68.24; H, 5.49; N, 6.63. Found: C, 67.17, H; 5.93; N, 

5.97. 

Example 313 

^3-Acetyl-S-chloro-phenoxy )-N-^2-chloro-4-f1-hvdroxv-1-methvl-ethvM- 
benzyn-nico tinamide. 

25 Prepared from 2-(3-Acetyl-5-chloro-phenoxy)-nicotinic acid and 2-(4-Amino-methyl-3- 

chloro-phenyl)-propan-2-ol. mp 58-60°C. 

Anal. Calcd. for C^N^Cfe: C, 60.90; H, 4.68; N, 5.92. Found: C, 60.73; H, 4.79; 

N, 5.78. 

Example 314 

30 2^3.AcetYl-4^hloro-pheno xy>-N-<2-chloro-4-(1-hvdroxv-1-metllVl^thVl->- 

hftpryh-nlcotinamlde. 

Prepared from 2-(3-AcetyM-chloro-phenoxy)-nicotinic acid and 2-(4-Aminomethyl-3- 
chloro-phenyl)-propan-2-ol. MS (m/e): 490/492 (M + +NH 3 , 100). NMR (CDCI 3 ): 8.60 (dd, J=2.8 
Hz, 1H), 8.31 (m, 1H), 8.17 (dd, J=2,5 Hz, 1H), 7.46 (m. 3H), 7.33 (m, 2H), 7.20 (m, 2H), 4.73 
35 (d, J=6 Hz, 2H), 2.67 (s, 3H), 1 .54 (s, 6H). 
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5 Example 31 S 

N^(1-HvdrQXV-1-methvl^thvl)-cvclohexvlmethyl)-2^ 3-methvl-ben7Q(ri)- 
isoxazol-5-vloxv)-nicotinamide. 

Prepared from 2-(3-Methyl-benzo-(d)isoxazol-5-yloxy)-nicotinic acid and trans-2- 
(Aminomethyl-cyclohexyl)-propan-2-ol. mp 135-7°C. 
10 Anal. Calcd. for C^H^C^: C, 68.07; H, 6.90; N, 9.92. Found: C, 68.07; H, 7.04; N, 

9.64. 

Example 316 

N^1-Hvdroxv-1-methv^ 
nicotinamide. 

15 Prepared from 2-(3-Methyl-benzo-(d)isoxazo!-5-yIoxy)-nicotinic acid and 2-(4- 

aminomethyl-phenyl)-propan-2-ol. mp 128-30°C. MS (m/e): 418 (M + +1), 

Example 317 

N^4-(1-Hvdroxv>1-methvl-ethvn^vclohexvlmethvlU243-m e thvl-benzo(dy 
isoxazol-7-vloxvl-nicotinamide. 

20 Prepared from 2-(3-Methyl-benzo-(d)isoxazol-7-yloxy)-nicotinic acid and trans-2- 

(Aminomethyl-cyclohexyl)-propan-2-ol, mp 170-2°C. 

Anal. Calcd. for C 24 H 29 N 3 0 4 : C, 68.07; H, 6.90; N, 9.92. Found: C, 68.04; H, 6.89; N, 

9.80. 

Exaippte 31 8 

25 N-f4-f1-Hvdroxv-1-methvl-ethvn^yclohe xvlmethyn-2^3-nltro^henQxy)- 
nicotinamide 

A solution of 2-(3-nitro-phenoxy)-nicotinic acid (86.9 mg, 0.33 mmol), trans-2-(4- 
Aminomethyl-cyclohexyl)-propan-2-ol (57.2 mg, 0.33 mmol), benzotriazol-1-yloxy- 
tris(dimethylamino)phosphonium hexafluorophosphate (148 mg, 0.33 mmol), and 

30 diisopropylethyl amine (0.29 mL, 1.67 mmol) in 10 mL of dry DMF was stirred overnight. The 
solution was then diluted with ethyl acetate and washed with water, 5% citric acid, saturated 
sodium bicarbonate, and brine, dried over magnesium sulfate and concentrated to an oil. 
Purified through a pad of silica eluted with ethyl acetate to give a clear oil (120mg.) 1 HNMR 
(CDCI3) 8 1.04 (4H, dd), 1.14 (6H, s), 1.55 (2 s), 1.88 (4. m), 3.37 (2H, t), 7.23 (1H, m), 7.51 

35 (1H, d), 7.64 (1H, t), 8.07 (1H, t), 8.16 (2H, m), 8.63 (1H, dd); MS: m/e 414 (M + +1). 

The compounds for examples 319-328 were synthesized in a manner analagous to 
that in Example 318 using the indicated carboxylic acid and amine. 
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5 Example 319 

r^)-2-(Benzo [1.31diQxol^-vloxvUN-r441-hvdroxv^thvh-cvclohexvlmethyq, 

nicatinamMs 

Prepared from 2-(Benzo[1 t 3]dioxol-5-yloxy)-nicotinic acid and (+)-trans-1-(4- 
Aminomethyl-cyclohexyl)-ethanol 
10 'HNMR (CDCI 3 ) 6 0.97 (1,m), 1.10 (3, m), 1.17 (4, m), 1.19 (4,m), 3.23 (1,t), 3.44(2,q), 

6.00(2,5), 6.58 (1, dd), 6.64 (1.8), 6.8 (1, d), 7.10 (1,m), 7.9 (1,m), 8.18 (1,01), 8.53 (1, d); MS: 
m/e399 (M*+1). 

Example 320 

(^2-f3-Cyano -4-fluoro-phenoxv^N-r4-/1-hvdroxv-ethvl)- cyclohexylmethyQ- 

15 nicotinamide 

Prepared from 2-(3-cyano-4-fluoro-phenoxy)-nicotinic acid and (-)-trans-1-(4- 
Aminomethyl-cyclohexylHthanoI. 

MP: 134-135 °C; MS: m/e 398 (M + +1). 

Example 321 

20 ^)-2-(3^yano^-fluoro-phenoxv^N-r441>hvdroxv^thv»-cvclohexvlmethvn- 
nicotinamide 

Prepared from 2^3-Cyano-4-fluoro-phenoxy)-nicotinic acid and (+)-trans-1-{4- 
Aminomethyl-cyclohexyl)-ethanol 

MP: 134-135°C; MS: m/e 398 (M + +1) 
25 Example 322 

2-(3-Cyano-4 -fluoro-Dhenoxv^N-f4-f1-hvdroxv-1-methvl-ethvn- 
cyclohexvlmethvll-nicotinamide 

Prepared from 2-(3-Cyano-4-fluoro-phenoxy)-nicotinic acid and 2-trans-(4- 
Aminomethyl-cyclohexyl)-propan-2-ol 
30 MP: 85-88°C; MS: m/e 410 (M + +1) 

Example 323 

2-f2.3-Dihvdro-b en2 0 ri.41dioxin-6-vloxv^-N-r4-f1-hvdroxv-1-methvl-ethvl^ 
henzyH-nicotinamide 

Prepared from 2-(2,3-Dihydro-benzo[1,4]dioxin-6-yloxy)-nicotinic acid and 2-(4- 
35 Aminomethyl-phenyl)-propan-2-ol 

MS: m/e 421 (M + +1), 1 HNMR (CDCI 3 ) 5 1.51 (6H, s), 4.24 (4H, s), 4.66(2H, d), 6.57 
(1H, dd), 6.85 (1h, d), 7.11(1H, dd), 7.28(2H, d), 7.41(2H, d), 8.19(2H, m), 8.61(1H, d) 
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5 Example 324 

(■H-2.(2.3.Dlhvdro.benzon.4ldioxin-6-vloxv>.N.r441. hvdroxv-Bthyl). 

cyclohexvimethyll-nicotinamlde 

Prepared from 2-{2,3-Dihydro-benzo[1,4Jdioxin-6-yloxy)-nicotinic acid and (+)-trans-1- 
(4-Aminomethyl-cyclohexyl)-ethanol. 
10 MS: m/e 413 (M + +1), 'HNMR (CDCI 3 ) 8 0.98(4H, m),1.11(3H, m), 1.22(2H, m), 

1.70(2H, m), 1.84(2H, m), 3.33(2H, m). 3.51(1H, m), 4.25(4H, s), 6.65(1H, m), 6.87(1H, d), 
7.11(1H, m). 7.90(1H, m), 8.20(1H, m), 8.60(1H, d). 

Example 325 

2.f2.3-Dihvdro-benzoM .41dioxin-6.vloxvUN.T4-M -hvdro xv.1 -methyl-ethyl). 

15 cyciohexyimethyll-nicotinamide 

Prepared from 2-(2,3-Dihydro-benzo[1,4]dioxin-6-yloxy)-nicotinic acid and 2-trans-(4- 
Aminomethyl-cyclohexyl)-propan-2-ol. 

MS: m/e 427 (M + +1), 'HNMR (CDCI 3 ) 8 1.03(4H, m), 1.13(6H, s), 1.85(4H, m), 
3.33(2H, t), 4.26(4H, s), 6.61(1H, d), 6.70(1H, s), 6.88(1H. d), 7.11(1H, dd), 7.90(1H, m), 
20 8.20(1 H,dd), 8.58(1 H, dd) 

Example 326 

f->-2-f2.3-Dihvdro-benzon.41dioxin-6-vloxv>-N-f4-<1-hvdroxv-ethvl). 
cyclohexvlmethyll-nicotinamlde 

Prepared from 2-(2,3-Dihydro-ben20[1,4ldioxin-6-yloxy)-nicotinic acid and (-)-trans-l- 
25 (4-Aminomethyl-cyclohexyl)-ethanol. 

MP:57-59°C, MS: m/e 422 (M + +1) 

Example 327 

2-(Benzori.31dioxol-5-vloxvWN-f2-fluoro-4-<1-hvdroxv-1-methvl-eth vn-benzyH - 

nifififlpamldfi 

30 Prepared from 2-(Benzo[1,3Jdioxol-5-yloxy)-nicotinic acid and and 2-(4-Aminomethyl- 

3-fluoro-phenyl)-propan-2-ol. 

MP: 94-95 °C MS: m/e: 425 (M + +1) 

Example 328 

N-f2-Fluoro^-f1-hvdroxv-1-methvl^thvn-benzvn-2-(4-fluoro-phenoxy)- 
35 nicotinamide 

Prepared from 2-(4-Fluoro-phenoxy)-nicotinic acid and 2-(4-Aminomethyl-3-fluoro- 
phenyl)-propan-2-ol. 

MP: 93-94 °C MS: m/e 399 (M*+1) 
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CL AI M S 



A compound of the formula 














A 




R2 R3 




R 4 




m 




0 





*R 1 



E(CH 2 ) r R5 



or the pharmaceutically acceptable salt thereof, wherein the broken line represents an optional 
double bond; 
10 misOorl; 

n isOoM; 
o is 0, 1,2, 3 or 4; 
pisOor 1; 
qis 0, 1,2 or 3; 
15 risO t 1,2,3,or4; 
tisOorl; 

A is oxygen, >NH or sulfur 
B is oxygen or NH; 

D is oxygen or NR 9 f wherein R 9 is hydrogen or (Ci-CeJalkyI; 
20 E is CH 2> O f NH or S(0) a wherein a is 0, 1 or 2; 

R 1 is hydrogen, (C r C 6 )alkyl, (C 3 -C 7 )cycloa!kyl, (Ca-C^cycloalkenyl, (C 6 -C 10 )aryl, 
bridged(CrC 9 )bicycloalkyl or a saturated or unsaturated cyclic or bicyclic (C 3 -C 7 )heterocyclic 
group; 

wherein said saturated or unsaturated cyclic or bicyclic (CVCyJheterocyciic 
25 group contains from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is as defined above; 

wherein said R 1 cycloalkyl, cycloalkenyl, cycloalkanone, aryl, bicycloalkyl and 
heterocyclic groups are optionally substituted by one to three substituents independently 
selected from the substituents consisting of halo, cyano, carboxy, amino, nitro, hydroxy, (C r 
30 C e )alkyl, (C r C 6 )alkoxy, (CVCyJcycloalkyl, hydroxyfCt-CeJalkyl, hydroxyfC^alkylamino, (C r 



C 6 )alkoxy, difluoromethyl, triftuoromethyl, difluoromethoxy, trifluoromethoxy, (C^l)aty\~(C^~ 
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5 C 6 )acylamino, (C r C 6 )acyloxy, (C^alkyiamino, ((C 1 -C 6 )alkyl) 2 amino 1 (C r C 6 )alkyl-NH-<C=0)-, 
((C 1 -C 6 )alkyl) 2 -N-(C=0)- l aminosulfonyl, (C^altylaminosulfbnyl, or a saturated or unsaturated 
cyclic or bicyclic (C 3 -C 7 ) heterocycle; 

wherein said saturated or unsaturated cyclic or bicyclic (C3- 
C 7 )heterocycle substituents on said R 1 cycloalkyl, cycloalkenyl, aryl, bicycloalkyl and heterocyclic 

10 groups contain from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is as defined above, and wherein the heterocycles 
are optionally substituted by one to three substituents independently selected from halo, cyano, 
carboxy, amino, nitro, hydroxy, (C r C 6 )alkyl, hydroxy(C 1 -C 6 )alkyl I (C^gjalkoxy, (C^eJalkylthio, 
difluoromethyl, trifluoromethyl, difluoromethoxy, trifluoromethoxy, (C r C 6 )acyl, (C 6 -C 10 )aryl, (C r 

15 C 6 )acylamino, (C r C 6 )acyloxy, (C r C 6 )alkylamino, ((C r C e )alkyl) 2 amino, (Ci-CeJalkylsulfbnyl, 
aminosulfonyl, (C r C 6 )alkylaminosulfbnyl, ((C^alkylkaminosulfonyl or (C2-Cg)heteroaryl; 

wherein said alkyl, alkoxy or cycloalkyl substituents on said R 1 
cycloalkyl, cycloalkenyl, aryl, bicycloalkyl and heterocyclic groups are optionally further 
independently substituted by one to three sub-substituents independently selected from halo, 

20 cyano, carboxy, amino, nitro, hydroxy, (C r C 6 )alkyl, hydroxyfCi-C^alkyl, (C^alkoxy, (C r 
C e )alkylthio, difluoromethyl, trifluoromethyl, difluoromethoxy, trifluoromethoxy, (Ci-CeJacyl, (C 6 - 
C 10 )aryl, (C^acylamino, (C r C 6 )acyloxy, (C r C 6 )alkylamino, ((C r C 6 )alkyl)2amino, (C r 
C 6 )alkylsulfbnyl, aminosulfonyl, (C r C 6 )alkylaminosulfbnyl, ((C r C e )alkyl) 2 aminosulfonyl or (C r 
C 9 )heteroaryl; 

25 or said R 1 cycloalkyl, cycloalkenyl, aryl, bicycloalkyl and heterocyclic groups are 

additionally optionally independently substituted with from one to three substituents of the 
formula 

wherein R 10 is hydrogen, (C r C 6 )alkyl, (C r C 6 )alkoxy, (C 3 -C 7 )cycloalkyl, (C 3 - 
30 C 7 )cycloalkenyl, (C 6 -C 10 )arylamino, (C 6 -C 10 )aryl, bridgedfCr^bicycloalkyl or a saturated or 
unsaturated cyclic or bicyclic (Cs-C^heterocycle; 

wherein said R 10 saturated or unsaturated cyclic or bicyclic (C 3 - 
C 7 )heterocycle contains from one to four heteroatoms independently selected from the group 
consisting of oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is as defined above; 
35 wherein said R 10 alkyl, alkoxy, cycloalkyl, cycloalkenyl, aryl, 

bicycloalkyl and heterocycle groups are optionally substituted by one to three substituents 
ind^ndentlyn^ carboxyraminornitrorhydroxy,-(erC 6 )alky|- (Cf- 
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5 C 6 )alkoxy, (Cj-C^cycloalkyl, hydroxytd-C^alkyl. hydroxyCC-C^alkylamino, (C,-C 6 )alkoxy, 
difluoromethyl, trifluoromethyl, difluoromethoxy, trifluoromethoxy. (C-CeJacyl, (C,-C 6 )acylamino, 
(C-CeJacyloxy, (C-CeJalkylamino, ((C,-C 6 )alkyl) 2 amino, aminosulfonyl, (C,- 
C 6 )alkylaminosulfonyl, or a saturated or unsaturated cyclic or tricyclic (Ca-C^heterocycle; 

wherein said saturated or unsaturated cyclic or tricyclic (C3-C7) 

10 heterccycle contains from one to four heteroatoms independently selected from oxygen, sulfur, 
nitrogen and NR 9 , wherein R 9 is as defined above; wherein the heterocycle is optionally 
substituted by from one to three substituents independently selected from halo, cyano, carboxy, 
amino, nitre, hydroxy, (C,-C e )alkyl. hydroxyfA-CeJalkyl. (C r C 6 )alkoxy, (C^alkylthio, 
difluoromethyl, trifluoromethyl, difluoromethoxy, trifluoromethoxy, (d-CJacyl, (C 6 -C 10 )aryl, (C r 

15 C 6 )acylamino, (C^eJacyloxy, (C^alkylamino, ((C r C 6 )alkyl) 2 amino, (d-C^alkylsulfonyl, 
aminosulfonyl, (C r C 6 )alkylaminosulfonyl, ((C r C 6 )alkyl) 2 aminosulfonyl or (C 2 -C 9 )heteroaryl; 

wherein the alkyl, alkoxy or cycloalkyl substituents on said R 10 
alkyl, alkoxy, cycloalkyl, cycloalkenyl. aryl, bicycloalkyl and heterocyclic groups are optionally 
substituted by one to three substituents independently selected from halo, cyano, carboxy, 

20 amino, nitro, hydroxy, (C,-C 6 )alkyl, hydroxy(C,-C 6 )alkyl, (C^alkoxy, (C-CeJalkylthio, 
difluoromethyl, trifluoromethyl. difluoromethoxy, trifluoromethoxy, (C,-C 6 )acyl, (C 6 -C 10 )aryl, (C r 
C 6 )acylamino. (d-C^acyloxy, (C^alkylamino, ((C-C^alkyD^mino, (C-CeJalkylsulfonyl, 
aminosulfonyl, (C,-C 6 )alkylaminosulfonyl. ((C^alkylkaminosulfbnyl or (CrCaJheteroaryl; 
or R 1 is a group of the formula 

25 




wherein u is 0 or 1; and 

G, J, K and L are each independently oxygen, sulfur, nitrogen, NR 9 , wherein R 9 is as 

defined above, carbonyl or CHR 16 ; wherein the dashed lines represent optional double bonds 
30 and where it is understood that when a double bond exists between G and J. J and K or K and L 

that R 9 is absent, >CHR 16 is >CR 16 and G, J. K or L cannot be carbonyl; wherein R 16 is hydrogen. 

halo, cyano, carboxy. amino, nitro. hydroxy. (A-CeJalkyI (C^alkoxy. (C 3 -C 7 )cycloalkyl. 

hydroxyfA-CeJalkyl. hydroxy(C r C 6 )alkylamino. (C^alkoxy. difluoromethyl, trifluoromethyl. 

difluoromethoxy, trifluoromethoxy, (C^acyl, (C-CeJacylamino, (C-C^acyloxy. (C,- 
35 C 6 )alkylamino. ((C-CeJalkylJjamino, aminosulfonyl, (C,-C 6 )all<ylaminosulfbnyl. or a saturated or 

unsaturated cyclic or bicyclic (C 3 -C,) heterocycle containing one to four heteroatoms 
independenUy-selected-from-toe-group.consisting-of.oxygeri,3ulfijr. njtrogenand NR 9 . wherein. 
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5 R 9 is as defined above, wherein said heterocycie is optionally substituted by one to three 
substituents independently selected from halo, cyano, carboxy, amino, nitro, hydroxy, (C r 
C 6 )alkyl, hydroxyfCi-CeJalkyl, (C r C 6 )alkoxy, (C^-CeJalkylthio, difiuoromethyl, trifluoromethyl, 
difluoromethoxy, trifluoromethoxy, (Ci-Cgjacyl, (C 6 -C 10 )aryl, (C,-C 6 )acylamino, ((^-CeJacyloxy, 
(C 1 -C 6 )a'kylaniino l ((C 1 -C 6 )alkyl) 2 amino, (C^-CeJalkylsulfonyl, aminosulfbnyl, (C r 

1 0 C 6 )alky laminosulfonyl, ((C 1 -C 6 )alkyl) 2 aminosulfonyl or (C 2 -C 9 )heteroaryl; 

wherein said R 1S alkyl, alkoxy or cycloalkyl substituents are optionally 
substituted by one to three substituents independently selected from halo, cyano, carboxy, 
amino, nitro, hydroxy, (C,-C 6 )alkyl, hydroxy(C r C 6 )alkyl t (C^-CeJalkoxy, (Ci-CeJalkylthio, 
difiuoromethyl, trifluoromethyl, difluoromethoxy, trifluoromethoxy, (C r C 6 )acyl, (Cg-C^ary!, (C r 

15 C 6 )acylamino, (C r C 6 )acyloxy, (Ci-CeJalkylamino, ((C r C 6 )alkyl) 2 amino, (C^-CeJalkylsulfonyl, 
aminosulfonyl, (Ci-C^alkylaminosulfonyl, ((C 1 -C 6 )alkyl) 2 aminosulfonyl or (C 2 -C 9 )heteroaryl; 

wherein each R 2 , R 3 and R 4 is independently hydrogen, hydroxy, halo, cyano, carboxy, 
nitro, amino, (^-C^alkylamino, ((C r C 6 )alkyl)2amino, hydroxyamino, (C r C 6 )alkyl, hydroxy(C r 
C 6 )alkyl, or a group of the formula 



20 



R 10 

wherein R 10 is as defined above; 

or R 2 and R 3 can be taken together with the carbon to which they are attached to form 
a carbonyl group or R 2 and R 3 taken together with the carbon to which they are attached form 
a (C 3 -C 7 )cycloalkyl ring; 

25 or when m is 1 , n is 1 , o is 1 and p is 0, A and R 2 can be taken together to form a group 

of the formula 



A n 



wherein the broken lines represent optional double bonds and q, A, B, R 1 , R 3 and R 4 are as 
defined above and when a double bond contains the carbon atom to which R 3 is attached then 



30 R 3 is absent; 



or when m is 1 , n is 1 , o is 1 and p is 0, A and R 2 are taken together and R 3 and 



-[RV r1 are teken tog ether to form a g roup of the formula 
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5 

R 5 is a saturated or unsaturated cyclic or bicyclic (Ca-C^heterocyclic group containing 
one to four heteroatoms independently selected from oxygen, sulfur, nitrogen and NR 9 wherein 
R 9 is as defined above; wherein the heterocyclic group is optionally substituted by one to three 
substitutents independently selected from halo, cyano, carboxy, amino, nitro, hydroxy, (C r 

10 C 6 )alkyl (C r C 6 )alkoxy, (C 3 -C 7 )cycloalkyl, hydroxy^-CeJalkyl, (C^-CeJalkoxy, difluoromethyl, 
trifluoromethyl, difluoromethoxy, trifluoromethoxy, ((^-CeJacyl, (C r C6)acylamino, (C r C 6 )acyloxy, 
(C r C 6 )alkylamino, ((C r C 6 )alkyi) 2 amino, (C r C 6 )alkyl-NH-(C=0)-, ((C 1 -C e )alkyl) r N-(C=0)- i 
aminosulfonyl, (C r C 6 )alkylaminosulfonyl, or a saturated or unsaturated cyclic or bicyclic (Qr 
C 7 )heterocycle containing one to four heteroatoms independently selected from the group 

1 5 consisting of oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is as defined above; 

wherein the heterocycle substituent on said R 5 saturated or unsaturated cyclic 
or bicyclic (C 3 -C 7 )heterocyclic group is optionally substituted by one to three substituents 
independently selected from halo, cyano, carboxy, amino, nitro, hydroxy, (C 1 -C 6 )a1kyl l 
hydroxy(C r C 6 )alkyl, (C^alkoxy, (C r C 6 )alkylthio, difluoromethyl, trifluoromethyl, 

20 difluoromethoxy, trifluoromethoxy, (CVCeJacyl, (C 6 -C 10 )aryl, (C^acylamino, (C 1 -C 6 )acyloxy, 
(C r C 6 )alkylamino, ((C^alkylfeamino, (C 1 -C 6 )alkylsulfonyl, aminosulfonyl, (C r 
C 6 )alkylaminosulfonyl, ((C r C 6 )alkyl) 2 aminosulfonyl or (C 2 -C 9 )heteroaryl; 

wherein the alkyl, alkoxy or cycloalkyl substituents on said R 5 saturated or 
unsaturated cyclic or bicyclic (C 3 -C 7 )heterocyclic group, are optionally substituted by one to three 

25 sub-substituents independently selected from halo, cyano, carboxy, amino, nitro, hydroxy, (C r 
C 6 )atkyl, hydroxy(C r C 6 )alkyl, (C r C 6 )alkoxy, (C r C 6 )alkylthio, difluoromethyl, trifluoromethyl, 
difluoromethoxy, trifluoromethoxy, (C 1 -C 6 )acyl, (C 6 -C 10 )aryl, (C^acylamino, (C r C 6 )acyloxy, 
(d-CeJalkylamino, ((C^alkylkamino, (C r C 6 )alkylsulfonyl, aminosulfonyl, (C r 
C 6 )alkylaminosulfonyl t ((C r C 6 )alkyl) 2 aminosulfonyl or (C^heteroaryl; 

30 or said R 5 saturated or unsaturated cyclic or bicyclic (C3-C 7 )heterocydic group is 

additionally optionally substituted by a group of the formula 



O 




wherein R is as defined above; 
or R 5 is a group of the formula 
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wherein R 11 , R 12 , R 13 , R 14 and R 1S are each substituents independently selected from 
the group consisitng of hydrogen, halo, cyano, carboxy, amino, nitro, hydroxy, (C,-C 6 )alkyl 
(C 1 -C 6 )alkoxy, (C 3 -C 7 )cycloalkyl, hydroxy (C r C 6 )alkyl, (C r C e )alkoxy, difluoromethyl, 
trifluoromethyl, difluoromethoxy, trifluoromethoxy, (C r C 6 )acyl, (C r Ce)acylamino, (CVCeJalkyl- 

10 (C=0)-NH-(C=0)-, (C 6 -C 10 )aryl-(C=O)-NH-(C=O)-, (Ct-CeJacyloxy. (C r C 6 )alkylamino, ((C,- 
C 6 )alkyl) 2 amino, (C-C^alkyl-NH^O)-, ((C 1 -C 6 )alkyl) 2 -N-{C=0)- l aminosulfonyl, (C,- 
C 6 )alkylaminosulfonyl, ((C r C 6 )alkyl)2aminosulfonyl. or a saturated or unsaturated cyclic or 
bicyclic (C 3 -C 7 )heterocycle containing one to four heteroatoms independently selected from 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is as defined above, and wherein said 

15 heterocycle is optionally substituted by one to three substituents independently selected from 
the group consisting of halo, cyano, carboxy, amino, nitro, hydroxy, (C,-C 6 )alkyl, hydroxy(C,- 
C 6 )alkyl, (C r C 6 )alkoxy, (Cf-C^alkylthio, difluoromethyl, trifluoromethyl, difluoromethoxy, 
trifluoromethoxy, (C^Jacyl, (C 6 -C 10 )aryl, (C r C 6 )acylamino, (CrCeJacyloxy, (C,- 
C 6 )alkylamino, ((C 1 -C 8 )alkyl) 2 amino, (C r C 6 )alkylsulfbnyl, aminosulfonyl, (C,- 

20 C 6 )alkylaminosulfonyl, ((CVCeJalkylkaminosulfbnyl or (C 2 -C 9 )heteroaryl; 

or R 11 , R 12 , R 13 , R M and R 15 are optionally independently a group of the formula 

0 

wherein R 10 is as defined above; 

wherein the alkyl, alkoxy or cycloalkyl groups of said R 11 , R 12 , R 13 , R 14 

25 and R 15 groups are optionally substituted by one to three substituents independently selected 
from halo, cyano, carboxy, amino, nitro, hydroxy, (C r C 6 )alkyl, hydroxy(C r C 6 )a!kyl, (C r 
C 6 )alkoxy, (C r C 6 )alkylthio, difluoromethyl, trifluoromethyl, difluoromethoxy, trifluoromethoxy, 
(C.-CeJacyl, (C 6 -C 10 )aryl, (C r C 6 )acylamino, (C r C 6 )acyloxy, (C^^alkylamino, ((C r 
C Q )alkyl)2amino, (C r C 6 )alkylsulfonyl, aminosulfonyl, (C r C 6 )alkylaminosulfonyl, ((C r 

30 C 6 )alkyl) 2 aminosulfonyl or (C 2 -C 9 )heteroary!; 

or R 12 and R 13 can be taken together with the carbons to which they are 
attached to form a group of the formula 
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wherein u, G, J, K and L are as defined above; 

R 6 , R 7 , and R B are each independently hydrogen, halo, cyano, carboxy, amino, nitro, 
hydroxy, (C r C 6 )alkyl, hydroxy(C r C 6 )alkyl, (C r C 6 )aIkoxy, (C^Jalkylthio, difluoromethyl, 
trifluoromethyl, difluoromethoxy, trifluoromethoxy, (C 1 -C 6 )acyl, (C 6 -C 10 )aryl, (C r C 6 )acylamino, 
10 (C r C 6 )acyloxy, (C r C 6 )alkylamino, ((C r C 6 )alkyl)2amino, (C^-CeJalkylsulfonyl, aminosulfonyl, (C r 
C 6 )alkylaminosulfonyl, ((C^Jalkyl^aminosulfonyl or (C 2 -C 9 )heteroaryl; 

or R 7 and R B may be taken together with the carbons to which they are attached to form 
a fused bicyclic ring of the formula 




II 



15 wherein the dashed lines represent optional double bonds; and M, P, Q and T are 

each independently oxygen, nitrogen or CR 17 wherein R 17 is hydrogen or (C r C 6 )alkyl; 

with the proviso that when m is 1 ; n is 1 ; o is 1 ; p is 0; q is 0; r is 0; A is oxygen, B is NH; 
R 2 and R 3 are hydrogen; R 1 is phenyl substituted by methyl, methoxy, chloro or fluoro; E is 
oxygen and R 5 is phenyl optionally substituted by one or two fluoro or chloro; then R 1 must be at 
20 least di - substituted by substituents other than methyl, methoxy or halo; 

with the proviso that when t is one that the compound of formula I is a zwiterionic N- 

oxide, 

with the proviso that adjacent positions defined by G, J, K and L cannot both be defined 
by oxygen; and 

25 with the proviso that when the broken line of formula I represents a double bond, p is 0 

and R 3 is absent. 

2. A compound according to claim 1 , wherein m is 1 ; n is 1 ; o is 1 ; p is 0; q is 0; r is 
0; A is oxygen or nitrogen; B is NH; R 2 is hydrogen or (Chalky!; R 3 is hydrogen; R 1 is ((V 
C 10 )aryl, (C3-C 7 )cycloalkyl or a saturated or unsaturated cyclic or bicyclic (CVCy) heterocyclic 
30 group containing one to four heteroatoms independently selected from the group consisting of 
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5 oxygen, su!fur t nitrogen and NR 9 , wherein R 9 is hydrogen or (CVCeJalkyl, wherein the aryl, 
cycloalkyl and heterocyclic groups are optionally substituted by ha!o t (Cj-C^alkyl, (Cj-CeJalkoxy, 
hydroxy(C r C 6 )alkyl, amino, (C 1 -C 6 )alkylamino, ((C r C 6 )aIkyl)2amino or hydroxy(C r 
C 6 )alkylamino; E is oxygen and R 5 is a group of the formula 



containing one to four heteroatoms independently selected from the group consisting of oxygen, 
sulfur, nitrogen and NR 9 wherein R 9 is hydrogen or (Ci-CeJalkyl. 

3. A compound according to claim 1, wherein m is 0; n is 0; o is 3; p is 0; q is 0; r is 
0; R 2 and R 3 are hydrogen; R 1 is (C 6 -C 10 )aryl optionally substituted by halo, (C r Ce)alkyl, (C r 
15 C 6 )aIkoxy, hydroxy(C r C 6 )alkyl, amino, (C r C 6 )alkylamino, ((Chalky l^mino or hydroxyfC,- 
C 6 )alkylamino; E is oxygen and R 5 is a group of the formula 



or R 5 is a saturated or unsaturated, cyclic or bicyclic ((VC 7 ) heterocyclic group 
containing from one to four heteroatoms independently selected from the group consisting of 
20 oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or (C r C 6 )alkyl. 

4. A compound according to claim 1 , wherein m is 1 ; n is 0; o is 2; p is 0; q is 0; r is 
0; A is oxygen; R 2 and R 3 are hydrogen; R 1 is (C 6 -C 10 )aryl optionally substituted by halo, (C,- 
C 6 )alkyl, (C^alkoxy, hydroxy(C r C 6 )alkyl, amino, (C^alkytamino, ((C^-C^mino or 
hydroxy(C r C e )alkylamino; E is oxygen and R 5 is a group of the formula 




10 



or R 5 is a saturated or unsaturated cyclic or bicyclic (C^-Cj) heterocyclic group 



R 



11 




25 



R 




13 
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5 or R 5 is a saturated or unsaturated, cyclic or bicyclic (C 3 -C 7 ) heterocyclic group 

containing from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or (C 1 -C 6 )alkyl. 

5. A compound according to claim 1 , wherein m is 0; n is 0; 0 is 1 ; p is 1 ; q is 1 ; r is 
0; R 2 and R 3 are hydrogen; D is oxygen; R 4 is hydrogen; R 1 is (C 6 -C 10 )aryl optionally substituted 

10 by halo, (C r C 6 )alkyl, (C^alkoxy, hydroxy(C r C 6 )alkyi, amino, (C r C 6 )alkylamino, ((C r 
C 6 )alkyl) 2 amino or hydroxy(C 1 -C 6 )alky |amin °; E is oxygen and R 5 is a group of the formula 




or R 5 is or a saturated or unsaturated, cyclic or bicyclic (C 3 -C 7 ) heterocyclic group 
containing from one to four heteroatoms independently selected from the group consisting of 
1 5 oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or (C,-C e )alkyl. 

6. A compound according to claim 1 , wherein m is 0; n is 0; o is 3; p is 0; q is 0; r is 
0; R 2 is hydrogen or hydroxy; R 3 is hydrogen; R 1 is (C 6 -C 10 )aryl optionally substituted by halo, 
(d-CeJalkyl, (C r C e )alkoxy, hydroxy(C 1 -C 6 )alkyl, amino, (C^a'tya™™. ((C r C 6 )alkyl)2amino 
or hydroxy(C 1 -C 6 )alkylamino; E is oxygen and R 5 is a group of the formula 




or R 5 is a saturated or unsaturated, cyclic or bicyclic (C 3 -C 7 )heterocyc!ic group 
containing from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or (d-Qdalkyl. 

7. A compound according to claim 1 , wherein m is 1 ; n is 0; o is 1 ; p is 1 ; q is 0; r is 
25 0; A is oxygen; R 2 and R 3 are hydrogen; D is oxygen; R 1 is (C 6 -C 10 )aryl optionally substituted by 
halo, (C r C 6 )alkyl, (C r C 6 )alkoxy, hydroxy(d-C 6 )alkyl, amino, (d-C^alkylamino, ((C r 
C 6 )alkyl) 2 amino or hydroxy(C 1 -C 6 )alkylamino; E is oxygen and R 5 is a group of the formula 



WO 98/45268 



PCT/IB98/00315 



-185- 



15 



20 




or R 5 is a saturated or unsaturated, cyclic or bicyciic (C 3 -C 7 ) heterocyclic group 
containing from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or (C 1 -C 6 )alkyl. 

8. A compound according to claim 1 , wherein m is 1 ; n is 1 ; o is 1 ; p is 0; q is 0; r is 
10 0; A is oxygen; B is oxygen; R 2 and R 3 are hydrogen ; R 1 is (C 6 -C 10 )aryl optionally substituted by 
halo, (C r C 6 )alkyl, (C r C 6 )alkoxy, hydroxy^-CeJalkyl, amino, (C r C 6 )alkylamino f ((C r 
C 6 )alkyl)2amino or hydroxy(C r C 6 )alkylamino; E is oxygen and R 5 is a group of the formula 




or R 5 is a saturated or unsaturated, cyclic or bicyciic (CVCy) heterocyclic group 
containing from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or (C 1 -C 6 )alkyl. 

9. A compound according to claim 1 , wherein m is 1 ; n is 1 ; o is 0; p is 1 ; q is 0; r is 
0; A is oxygen; B is NH; D is NR 8 wherein R 8 is hydrogen or (C r C 6 )alkyl; R 1 is (C 6 -C 10 )aryl 
optionally substituted by halo, (C r C 6 )alkyl, (C r C 6 )alkoxy, hydroxy(C r C 6 )alkyl, amino, (C r 
C 6 )alkylamino, ((Cj-C^alkylkamino or hydroxy(C r C 6 )a!kylamino; E is oxygen and R 5 is a group 
of the formula 




or R 5 is a saturated or unsaturated, cyclic or bicyciic (C 3 -C 7 ) heterocyclic group 
containing from one to four heteroatoms independently selected from the group consisting of 
25 oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or (Cj-C^alkyl. 
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5 1 0. A compound according to claim 1 , wherein m is 0; n is 1 ; o is 1 ; p is 0; q is 1 ; r is 

0; B is NH; R 2 and R 3 are taken together to form a carbonyl group; R 4 is hydrogen; R 1 is (C 6 - 
Ci 0 )aryl optionally substituted by halo, (C r C 6 )alkyl, (C^alkoxy, hydroxyfCt-CeJalkyI, amino, 
(C r C 6 )alkylamino, ((C r C 6 )alkyl)2amino or hydroxy(C r C 6 )alkylamino; E is oxygen and R s is a 
group of the formula 




or R 5 is a saturated or unsaturated, cyclic or bicyclic (C 3 -C 7 ) heterocyclic group 
containing from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or (C r C 6 )alkyl. 

11. A compound according to claim 1, wherein m is 1; n is 1; o is 1; p is 0; q is 0; r is 
15 0; A and R 2 are taken together to form a group of the formula 




wherein A is nitrogen; B is NH; R 1 is (C r C 6 )alkyl or (C r C 10 )aryl wherein the aryl 
group is optionally substituted by halo, (C r C 6 )alkyl. (C r C 6 )alkoxy, hydroxyfC^alkyl, amino, 
(Ci-C 6 )alkylamino, ((C 1 -C 6 )aIkyl) 2 amino or hydroxy^-CeJalkylamino; E is oxygen and R 5 is a 
20 group of the formula 




or R 5 is a saturated or unsaturated cyclic or bicyclic (C 3 -C7) heterocyclic group 
containing from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or (C^-CeJalkyl. 
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5 12. A compound according to claim 1 , wherein m is 0; n is 0; o is 1 ; p is 0; q is 2; r is 

0; R 2 is hydrogen or hydroxy; R 3 is hydroen; R 4 is independently hydrogen or hydroxy; R 1 is (C 6 - 
C 10 )aryl optionally substituted by halo, (Chalky!, (C 1 -C 6 )alkoxy, hydroxy(C r C 6 )alkyl, amino, 
(C r C6)alkylamino, ((C 1 -C 6 )alkyl) 2 amino or hydroxyfCt-CeJalkylamino; E is oxygen and R 5 is a 
group of the formula 




or R 5 is a saturated or unsaturated cyclic or bicyclic (C 3 -C 7 ) heterocyclic group 
containing from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or (C r C 6 )alkyl. 

13. A compound according to claim 1 , wherein m is 1 ; n is 1 ; o is 1 , 2, 3 or 4; p is 0; 
15 q is 1, 2 or 3; r is 0; A is oxygen; B is oxygen; R 2 , R 3 , R 4 and R 1 are hydrogen; E is oxygen and 
R 5 is a group of the formula 




or R 5 is a saturated or unsaturated cyclic or bicyclic (C 3 -C7)heterocydic group containing 
from one to four heteroatoms independently selected from the group consisting of oxygen, sulfur, 
20 nitrogen and NR 9 , wherein R 9 is hydrogen or ((VCeJalkyl. 

14. A compound according to claim 1 , wherein m is 1 ; n is 1 ; o is 1 ; p is 0; q is 0; r is 
0; A and R 2 are taken together to form a group of the formula 




wherein A is nitrogen; B is oxygen; R 1 is (C r C 6 )alkyl or (C 6 -C 10 )aryl wherein the aryl 
25 * group is optionally substituted by halo, (CVCeJalkyI, (C r C 6 )alkoxy, hydroxyfCi-CeJalkyI, amino, 
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5 (C^eJalkylamino, ((C r C 6 )alkyl)2amino or hydroxy(C r C 6 )alkylamino; E is oxygen and R 5 is a 
group of the formula 




or R 5 is a saturated or unsaturated, cyclic or bicyclic (<VC 7 )heterocyclic group 
containing from one to four heteroatoms independently selected from the group consisting of 
1 0 oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or (C r C 6 )alkyl. 

15. A compound according to claim 1 , wherein m is 1 ; n is 1 ; o is 1 ; p is 0; q is 0; r is 
0; A and R 2 are taken together to form a group of the formula 




wherein A is oxygen; B is oxygen; R 1 is (C r C 6 )alkyl or (C 6 -C 10 )aryl wherein the aryl 
15 group is optionally substituted by halo, (C r C 6 )alkyl, (C r C 6 )alkoxy f hydroxyfd-CeJalkyl, amino, 
(Ci-CeJalkylamino, ((C^alkyOjamino or hydroxy(C r C 6 )alkylamino; E is oxygen and R 5 is a 
group of the formula 




or R 5 is a saturated or unsaturated, cyclic or bicyclic (C 3 -C 7 )heterocyclic group 
20 containing from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or (C r C 6 )alkyl. 

16. A compound according to claim 1 , wherein m is 1 ; n is 0; o is 0; p is 0; q is 0; r is 
0; A is oxygen; R 1 is (Ce-C 10 )aryl or a saturated or unsaturated, cyclic or bicyclic (C^-Cy) 
heterocyclic group containing as the heteroatom one to four of the group consisting of oxygen, 
25 sulfur, nitrogen and NR 9 wherein R 9 is a hydrogen or (d-CeJalkyl wherein the aryl or heterocyclic 
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5 group is optionally substituted by halo, (C r C 6 )alkyl, (C 1 -C 6 )alkoxy, hydroxy(C,-C 6 )alkyl, amino, 
(d-C^alkylamino, ((C r C 6 )alkyl)2amino or hydroxyfC^alkylamino; E is oxygen and R 5 is a 
group of the formula 




or R 5 is a saturated or unsaturated, cyclic or bicyclic (C 3 -C 7 )heterocyciic group 
10 containing from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or ((^-CeJalkyl. 

1 7. A compound according to claim 1 , wherein m is 1 ; n is 1 ; o is 0; p is 0; q is 1 ; r is 
0; A is oxygen; B is NH; R 4 is hydroxy (C r C 6 )alkyl; R 1 is (Chalky!; E is oxygen and R 5 is a 
group of the formula 




or R s is a saturated or unsaturated, cyclic or bicyclic (C 3 -C 7 )heterocyclic group 
containing from one to four heteroatoms independently selected from the group consisting of 
oxygen, sulfur, nitrogen and NR 9 , wherein R 9 is hydrogen or (d-CJalkyl. 

18. A compound according to claim 1 , selected from the group consisting of: 
20 N-(4-(1-Hydroxy-1-methyl-ethyl)-benzyl)-2^3-methyl-benzo(d)isoxazol-7-yloxyV 
nicotinamide; 

N-{4-(1-Hydroxy-1-methyl-ethyl)-benzyl)-2-{3-oxo-indan-5-yloxy)-nicotinamide; 
2-(3-(1-Hydroxyimino^%l)-phenoxy)^ 
nicotinamide; 

25 N-(4-(1-Hydroxy-1-methyl-ethyi)-benzyl)-2-(4-oxo-chroman-6-yloxy)-nicotinamide; 
(+) 2-(3-Acety l-phenoxy )-N-( 1 -hydroxy-indan-5-y Imethy l)-nicotinamide; 
2-(2,3-Dihydro-benzo(1 ,4)dioxin-6-yloxy)-N-(4-(1 -Hydroxy-1 -methyl-ethyl)-benzyl)- 
nicotinamide; 

N-(4^1-Hydroxy-1-methyl-ethyl)-benzyl)-2-(3-(1-methoxyimino-emyl)-pheno)y 
30 nicotinamide; 
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5 N-(2-Chloro-benzyl)-2-(4-fluoro-phenoxy)-nicotinamide; 

N-(5-Chloro-thiophen-2-ylmethyl)-2-(pyridin-3-yloxy)-nicotinamide; 
2-(4-Fluoro-phenoxy)-N-[4-(3-hydroxy-azetidin-1-yl)-benzyl]-nicotinam 
N-[4-( 1 -Hydroxy-1 -methy l-ethy l)-benzy l]-2-(3-nitro-phenoxy)-nicotinamide; 
2-(4-Fluoro-phenoxy)-N-(2-oxo^^ 
10 N-[2-(3-Acetyl-phenoxy)-pyridin-3-yl]-2-[4-(1-hydroxy-1-memy^ 
acetamide; 

3^3^4-(1-Hydroxy-1-methyl-ethyl)-be^ acid 
methyl ester; 

2-(4-Fluoro-phenoxy)-N-(4^1-hydroxy-1-methyl-ethyl)-benzyG-nicotinamide; 
1 5 2-(4-Fluoro-phenoxy)-N-(1 -thiophen-2-yl-ethyl)-nicotinamide; 

N-[2-Chloro-4-(1 -hydroxy-1 -methyl^ 

2-(3-Cyano^-fluoro-phenoxy)-N-[4-(1-hydroxy-1-methyl-ethyl)-benzyl]-n 
N-[2-Chloro-4-(1 -hydroxy-1 -methyl-ethyl)-benzy l]-2-(3,4-difluoro-phenoxy)- 
nicotinamide; 

20 N-[2-Chloro-4-(1 -hydroxy-1 -methy l-ethy l)-benzyl]-2-(3-cyano-4-fiuoro-phenoxy)- 

nicotinamide; 

2-(3-Acetyl-phenoxy)-N-[2-chto 

2-(3-Acetyl-phenoxy)-N-[4-(1-hydroxy-1-methyl-ethyl)-cyclohexylmethyl]-nicotinam 
2-(3-Acetyl-phenoxy)-N-[4-(1 -hydroxy-1 -methyl-ethyi)-benzyl]-nicotinamide; 
25 2-(3,4-Difluoro-phenoxy)-N-[4-(1 -hydroxy-1 -methyl-ethyl)-benzyl]-nicotinamide; 

2-(4-Fluoro-phenoxy)-N-[4-(1-hydroxy-1-methyl-ethyl)-cyclohexylmethyl]-nicotinamide; 
2-(3-Cyano-phenoxy)-N-[4-(1 -hydroxy-1 -methy l-ethy l)-cyclohexy ImethylJ- 
nicotinamide; 

(+)-2-(Benzo[1,3]dioxol-5-yloxy)-N-[4^1-hydroxy-ethyl)-cyclohexylmethyl]- 
30 nicotinamide; 

(-)-2-(3-Cyano-4-fluoro-phenoxy)-N-(4-{1-hydroxy-ethyl)- cyclohexylmethyl]- 
nicotinamide; 

(+)-2-(3-Cyano^-fluoro-phenoxy)-N-[4-(1-hydroxy-ethyl)-cyclohexylmethyl]- 
nicotinamide; 
35 (+)-2-(2,3-Dihydro-benzo[^ 
nicotinamide; 

(-)-2-(2>Dihydro-ber*o[1,4]dioxin-6^^ 

nicotinamide; 

2-(Benzo[1 ,3]dioxol-5-y loxy )-N44-( 1 -hydroxy-1 -methy (-ethyl)-benzy l]-nicotinamide; 
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5 2-(Benzo[1,3]dioxol-5^^ 
nicotinamide; 

2-(3-Acetyl-phenoxy)-N-[4-(1.hydroxy-ethyl)- cyclohexylmethylj-nicotinamide; and 
2-(3-CyancM-fluoro-phenoxy^ 
nicotinamide; 
10 N-[4-(1-Hydroxy-1-methyl-ethy^^ 

2-(3-Cyano-phenoxy)-N^4-(1-hydroxy-1-^^^ 

N-[4-(1-Hydroxy-1-methy^ and 

2-(3-Acetyl-phenoxy)-N^4-(1-hydroxy-1-methyl-ethyl)-benzyl]-nicotinamide. 

19. A pharmaceutical composition for the treatment of respiratory, allergic, 
15 rheumatoid, body weight regulation, inflammatory and central nervous system disorders such as 

asthma, chronic obstructive pulmonary disease, adult respiratory diseases syndrome, shock, 
fibrosis, pulmonary hypersensitivity, allergic rhinitis, atopic dermatitis, psoriasis, weight control, 
rheumatoid arthritis, cachexia, Crohn's disease, ulcerative colitis, arthritic conditions and other 
inflammatory diseases, depression, multi-infarct dementia and AIDS in a mammal, including a 
20 human, comprising an amount of a compound of claim 1 or a pharmaceutical^ acceptable salt 
thereof, effective in such preventions or treatment and a pharmaceutical^ acceptable carrier. 

20. A method for the treatment of respiratory, allergic, rheumatoid, body weight 
regulation, inflammatory and central nervous system disorders such as asthma, chronic 
obstructive pulmonary disease, adult respiratory diseases syndrome, shock, fibrosis, pulmonary 

25 hypersensitivity, allergic rhinitis, atopic dermatitis, psoriasis, weight control, rheumatoid arthritis, 
cachexia, Crohn's disease, ulcerative colitis, arthritic conditions and other inflammatory diseases, 
depression, multi-infarct dementia and AIDS in a mammal, including a human, comprising 
administering to said mammal an amount of a compound of claim 1 or a pharmaceutical^ 
acceptable salt thereof, effective in such treatment 

30 21 . A pharmaceutical composition for selective inhibition of PDE4 D isozymes which 

regulate the activation and degranulation of human eosinophils useful in the treatment of 
respiratory, allergic, rheumatoid, body weight regulation, inflammatory and central nervous 
system disorders such as asthma, chronic obstructive pulmonary disease, adult respiratory 
diseases syndrome, shock, fibrosis, pulmonary hypersensitivity, allergic rhinitis, atopic dermatitis, 

35 psoriasis, weight control, rheumatoid arthritis, cachexia, Crohn's disease, ulcerative colitis, 
arthritic conditions and other inflammatory diseases, depression, multi-infarct dementia and AIDS 
in a mammal, including a human, comprising administering to said mammal a PDE4 D isozyme 
inhibiting effective amount of a PDE4 D isozyme inhibiting compound or a pharmaceutical^ 
acceptable salt thereof, effective in such treatment and a pharmaceutical^ acceptable carrier. 
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5 22. A method for selective inhibition of PDE4 D isozymes which regulate the 

activation and degranulation of human eosinophils useful in the treatment of respiratory, allergic, 
rheumatoid, body weight regulation, inflammatory and central nervous system disorders such as 
asthma, chronic obstructive pulmonary disease, adult respiratory diseases syndrome, shock, 
fibrosis, pulmonary hypersensitivity, allergic rhinitis, atopic dermatitis, psoriasis, weight control, 
10 rheumatoid arthritis, cachexia, Crohn's disease, ulcerative colitis, arthritic conditions and other 
inflammatory diseases, depression, multi-infarct dementia and AIDS in a mammal, including a 
human, comprising administering to said mammal a PDE4 D isozyme inhibiting effective 
amount of a PDE4 D isozyme inhibiting compound or a pharmaceutical^ acceptable salt thereof, 
effective in such treatment 
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